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break the chain binding the ulcer patient to his alarm 


With ‘Combid’ Spansule sustained release cap- 


sules, your ulcer patients are protected all 
night long with just one capsule at bedtime. 
They do not require medication one or more 
times during the night as do many patients 
on multiple dose regimens. 

Each ‘Combid’ Spansule capsule contains 
Darbid* (isopropamide, S.K.F.), 5 mg.; and 
Compazine} (prochlorperazine, S.K.F.), 10 
mg., in sustained release form. One ‘Combid’ 


Spansule, b.i.d., provides 24-hour anticholin- 
ergic, antiemetic and tranquilizing action. 


anticholinergic—antiemetic—tranquilizer in sustained release form 


Smith Kline & French Laboratories, Philadelphia 


* Trademark 
tT.M. Reg. U.S. Pat. Off. for sustained release capsules, S.K.F. tT.M. Reg. U.S, Pat. Off, 
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Co mM bid Spansule! capsules 


a superior psychochemical 


for the management of both 
minor and major 


emotional disturbances 


artal 


dihydrochloride brand of thiopropazate dihydrochloride 


@ more effective than most potent tranquilizers 
@ as well tolerated as the milder agents 


@ consistent in effects as few tranquilizers are 


Dartal is a unique development of Searle Research, 
proved under everyday conditions of office practice 


It is a single chemical substance, thoroughly tested and found particularly suited 
in the management of a wide range of conditions including psychotic, psycho- 
neurotic and psychosomatic disturbances. 


Dartal is useful whenever the physician wants to ameliorate psychic agitation, 
whether it is basic or secondary to a systemic condition. 


In extensive clinical trial Dartal caused no dangerous toxic reactions. Drowsiness 
and dizziness were the principal side effects reported by non-psychotic patients, 
but in almost all instances these were mild and caused no problem. 


Specifically, the usefulness of Dartal has been established in psychoneuroses with 
emotional hyperactivity, in diseases with strong psychic overtones such as ulcera- 
tive colitis, peptic ulcer and in certain frank and senile psychoses. 


Usual Dosage e In psychoneuroses with anxiety and 
tension states one 5 mg. tablet t.i.d. 


e In psychotic conditions one 10 mg. tablet t.i.d. 
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Noludar 

will put your patient 
to sleep (Ss 
and he will not awaken 
with that knocked out 


Two 200 mg Noludar”® Tablets 
(non-barbiturate) are almost 
certain to produce sound, 


restful sleep. One 200 mg 


tablet is frequently adequate. 


ROCHE LABORATORIES 
Division of Hoffmann-La Roche Inc 
Nutley 10, New Jersey 
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for the full scale of agitated psychic disorders: size 
anxiety and tension states ; 


ambulatory psychoneurotics 


hospitalized psychotics 


and for nausea and vomiting 


the full-range tranquilizer 


Trilafon ~ 


(pronounced Trill’-ah-fon) perphenazine 


¢ Mg. for mg. more effective than other phenothiazines 
¢ Greatly increased therapeutic index 

* Jaundice attributable to TRILAFON alone not reported 
¢ No skin photosensitivity observed 

* No report of agranulocytosis 

¢ Significant hypotension absent 

¢ No apparent impairment of mental acuity 


Refer to Schering literature for specific information regarding indi- 
cations, dosage, side effects, p i and indicati 


TRILAFON —grey tablets of 2 mg. (black seal), 4 mg. (green 
seal), 8 mg. (blue seal), bottles of 50 and 500; 16 mg. (red 
seal), for hospital use, bottles of 500. 


SCHERING CORPORATION + BLOOMFIELD, NEW JERSEY 
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FIRST—clinically confirmed for better management 
of psychotic patients 


NOW-— clinically confirmed as an improved 
antiemetic agent 


VESPRIN 


PROMPT, POTENT and LONG-LASTING ANTIEMETIC ACTIVITY 


Clinical investigators* report that in clinical studies 


After In Infections, In In 
Intra-abdominal Neurosurgical Pernicious 


Disease, and D ti Vomiting of 


In Chronic 
a5 Nitrogen Nausea and 

operatively Mustard Vomiting 

Therapy Carcinomatosis Procedures Pregnancy 


VESPRIN 


= showed potent antiemetic action 

® completely relieved nausea and vomiting in small 
intravenous doses 
showed a prolonged antiemetic effect 
caused little or no pain at injection site 
controlled chronic nausea and vomiting in 
orally administered doses 
produced relief in cases refractory to other antiemetics 
often markedly depressed or abolished the gag reflex 
terminated with singular effectiveness the hard-to-control 
nausea and vomiting common to nitrogen mustard therapy 
provided superior prophylaxis against the nausea and 
vomiting associated with pneumoencephalography 

*Reports to the Squibb Institute for Medical Research 


ge: Intravenous route—2 to 10 mg. for therapy or prophylaxis 
Intramuscular route—5 to 15 mg. for therapy or prophylaxis 
Oral route—Prophylactic doses may range from 20 to 30 mg. daily 


supply: Parenteral Solution—1 cc. ampuls (20 mg./cc.) 
Oral Tablets—10 mg., 25 mg., 50 mg., in bottles of 50 and 500 


Squibb Quality—the Priceless Ingredient 


15 A SQUIBD TRADEMARK 
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elepaque’ 


SUPERIOR ORAL 
CHOLECYSTOGRAPHY 
AND CHOLANGIOGRAPHY 


Excellent cholecystograms are readily obtainable. 


The side reactions are usually minimal, only rarely very 
disturbing, and often completely absent. 


In a fairly large percentage of cases, the cystic and 
the common ducts are quite definitely outlined, 
and occasionally even the hepatic duct.” 


Buckstein, Jacob: The Digestive Tract in 


Roentgenology. Philadelphia, J. B. Lippincott Co., 
2nd ed., 1953, vol. 2, p. 1003. 


( ll inthrop LABORATORIES 


New Yorw 18, N.Y. Winosoe, Ont 


Telepaque (brand of iopancic acid), trademark reg. U.S. Pat. Off. 


DOSAGE: 


The average adult dose of 
Telepaque is 3 Gm. 

(6 tabiets). In persons of thin 
or medium build, weighing 
less than 150 Ib., 2 Gm. 

(4 tablets) may be sufficient. 


SUPPLIED: 

Tablets of 0.5 Gm. 

in envelopes of 6 tablets, 
boxes of 5 and 25 envelopes,. 
and bottles of 500. 
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. Sphincter of 
Boyden 


2. Sphincter of Oddi 
in Spasm 


BILIARY STASIS 


constipation — nausea — dyspepsia 


flatulence and eructation 


The primary function of the Cholan preparations is to induce hydrocholeretic 
action. The active ingredient is the pure oxidized bile acid, dehydrocholic acid, 
Maltbie. The Cholans increase the volume of low viscosity bile flow to flush out 
the biliary tract. In addition, there is a suitable Cholan dosage form to provide 
symptomatic and physiologic relief of biliary stasis, spasm or emotional factors that 
cause or complicate digestive disturbance, hepato-biliary dysfunction, constipa- 
tion of biliary origin, cholecystitis, cholangitis, or postoperative treatment. 


Cholan DH® — hydrocholeretic 
action increases the flow and 
heightens the pressure of low 
viscosity bile for normal flush- 
ing of the biliary tract. In fact, 
Cholan DH will increase the 
volume of bile by 33% to 100%. 


Cholan V (hydrocholeretic- 
spasmolytic) — the volume and 
pressure of thin bile flow in 
the biliary tract is increased, 
and the V mg. of homatropine 
methylbromide relax the gall- 
bladder and biliary sphincters 
in severe and chronic spasm. 


Cholan HMB — a combination 
for the increased flow of thin 
bile, smooth muscle relaxation 
for the gallbladder and biliary 
sphincters, and mild sedation 
for patients with hepato-bili- 
ary dysfunction further com- 
plicated by emotional factors. 
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NORMAL BILIARY FUNCTION 


Sphincter 4 
Muscles in “ = O a I 1 
Normal 


Relaxation 


hydrocholeretic — spasmolytic 


With Cholan therapy, the distressing symptoms of constipation, nausea, 


dyspepsia, flatulence and eructation disappear. Normal digestive func- 
tion is quickly restored. 


Cholan DH®— dehydrocholic acid, Maltbie, 250 mg., a chemically pure oxidized bile 
acid. Dosage: 1 or 2 tablets t.i.d. after meals. Cholan V— dehydrocholic acid, Maltbie, 
250 mg., and 5 mg. homatropine methylbromide. Dosage: 1 or 2 tablets t.i.d. after 
meals. Cholan HMB — dehydrocholic scid, Maltbie, 250 mg., 2.5 mg. homatropine 
methylbromide, and 8 mg. phenobarbital. Dosage: 1 or 2 tablets t.i.d. after meals. 


Supplied: Bottles of 100, 500 and 1,000 tablets. 


For a trial supply write to Professional Service Department 


Mattie Maltbie Laboratories Division * Wallace & Tiernan Inc. * Belleville 9, N. J. 
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chemotherapeutic nitrofuran for 


FUROXONE 


brand of furazolidone N-(5-nitro-2-furfurylidene )-3-amino-2-oxazolidone 


m= Perorally effective against a wide range of enteric bacteria,* 

both gram-negative and gram-positive, including many species of 
Salmonella, Shigella, Escherichia, Proteus, Streptococcus, Staphylo- 
coccus and organisms classed as coliforms and enterococci. 


@ Bactericidal rather than bacteriostatic. 


m Does not induce development of signi- 
ficant bacteria! resistance, nor predispose 
to monilial or staphylococcal overgrowth. 


@ No toxicity reported.* Mild sensitization, 
nausea, emesis occur occasionally. 


Average adult dose: 100 mg. q.i.d. 100 mg. tablets, 
bottles of 20 and 100. —_ Literature to physiciens on request. 


* Ponce de Leon, E.: Antibiotic Medicine and Clinical Therapy 4:816, 1957. 


NITROFURANS A UNIQUE CLASS OF ANTIMICROBIALS PRODUCTS OF EATON RESEARCH wl De 


Eaton Laboratories, Norwich, New York 


LILLY AND COMPANY « 


‘LIQUID 
IRISOGEL— 
ANTACID 
THERAPY 


/intecnity 


Combines palatability with effectiveness 


An entirely new manufacturing 
process has made Liquid “Trisogel’ 
a really palatable antacid. Its 
creamy, smooth texture and mild 
mint flavor assure you whole- 
hearted patient acceptance. An 
adult taste panel enthusiastically 
selected “Trisogel’ for texture, fla- 
vor, and color over all other formu- 
las and formula variations tested. 


“Trisogel’ combines the prompt 
antacid action of aluminum hy- 
droxide with the more sustained 
effect of magnesium trisilicate. 


In the treatment of peptic ulcer, 
the usual adult dose is 1 or 2 table- 
spoonfuls every one to three hours. 

Available in 12-ounce bottles at 
pharmacies everywhere. 


*'Trisogel’ (Magnesium Trisilicate and Colloidal Aluminum Hydroxide, Lilly) 


INDIANAPOLIS 6, 


INDIANA, U.S.A. 


862200 
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TABLET 
® 


For t he i 
the most effective available colonic anticholinergic drug.” 


“,..Telieves or reduces diarrhea, distention and pain in many patients with 
functional or organic colon disorders.”” 


in ulcerative colitis, irritable colon, mucous colitis, spastic colitis, diverticulitis, 
diverticulosis, rectospasm, diarrhea following G.I. surgery, bacillary and parasitic dis- 
orders. 


activity “...confined principally to the lower gastro-intestinal tract...”3 and 

“,..singularly free of anticholinergic side-effects...,”2 such as blurred vision, dry mouth, 
urinary retention. 

(plain) — Each scored tablet contains 25 mg. of CANTIL. Bottles of 100 yellow compressed tablets. 


with Phenobarbital— Each scored tablet contains 25 mg. of CANTIL and 16 mg of phenobarbital 
(warning: may be habit forming). Bottles of 100 cocoa-brown compressed tablets. CANTIL is the only 
brand of the postganglionic parasympathetic inhibitor N-methyl-3-piperidyl-diphenylglycolate metho- 
bromide. 
(1) Kleckner, M. S., Jr.: J. Louisiana M. Soc. 108:359, 1956. (2) Riese, J. A.: Am. J. Gastroenterol. 28:541, 1957. 


(3) Kleckner, M. S., Jr.: Clin. Proc. 5:19, 1957. 
CZ 
SEF LAKESIDE 
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anxiety 
is the voice 
of stress 
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EQUANIL 
Meprobamate 
Promethazine HCl 

SPARINE® HCI 

Promazine HCI 


A Wyeth normotropic drug for nearly 
every patient under stress 


confronting the practicing physicia 


er L H e al Dis erv $ em 
N 
1 I olli if t ] 89 


(Sept-) 1956. 


est usage 
drugs EQUANIL has the proad 

tic drugs, 

in the 


practice. 


Wigeth 


Philadelphia 1, Pa. 


Meprobamate 


Relieves tension—mental and a 


| | 
: 
“anxiety, in one form or another, 
ommon symptom 
Whether anxiety is primary or seconda: 
to organic iliness, it is an obstacle to 
successtul treatment. EQUANIL alleviates 
stress reactions; reduces anxiety tension, 
and insomnia, and thus contributes to 


“‘...More Maalox! Well, that’s one antacid they all seem to like— 
works like a charm, doesn’t constipate, tastes good—no problems... .”’ 


MAALOXx®, an efficient antacid suspension of magnesium-aluminum hydroxide gel; 
Bottles of 12 fluidounces; Tablets, 0.4 Gm., Bottles of 100. 


Samples on request. 


WILLIAM H. Rorer, INc., Philadelphia 44, Pennsylvania 
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AN AMES CLINIQUICK 


CLINICAL BRIEFS FOR MODERN PRACTICE 


“EMPTYING” OF GALLBLADDER AFTER FATTY MEAL 


What's wrong with the term 
“emptying of the gallbladder’? 
The gallbladder discharges bile by fractional evacuation. It is not 


emptied completely at any one time even following a fatty meal. 


Source — Lichtman, S. S.: Diseases of the Liver, Gallbladder and Bile Ducts, ed. 3, 
Philadelphia, Lea & Febiger, 1953, vol. 2, p. 1177. 


routine physiologic support for “sluggish” older patients 


DECHOLIN® one tablet t.i.d. 


therapeutic bile 


increases bile flow and gallbladder function—combats bile stasis 
and concentration... helps thin gallbladder contents. 


corrects constipation without catharsis—prevents colonic dehydra- 
tion and hard stools...provides effective physiologic stimulant. 


DECHOLIN tablets (dehydrocholic acid, AMES) 3% gr. Bottles of 100 and 500. 


L\) AMES COMPANY, INC « ELKHART, INDIANA 
Ames Company of Canada, Ltd., Toronto 44658 
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PANCREATITIS 


GEORGE K. WHARTON, M.D., F.A.C.G.° 
and 
LEIGH E. SLOAN, M.D.+ 
Los Angeles, Calif. 


This paper is a report on 371 patients with pancreatitis, a part of a five-year 
survey of 561 cases diagnosed as nondiabetic disorders of the pancreas in the 
Los Angeles County Hospital. There are many reports on individual diseases of 
the pancreas but none, to our knowledge, gives the relative incidence of the 
conditions (excluding diabetes mellitus) that involve the pancreas. This survey, 
the authors hope, will provide an enlarged concept of the frequency and relative 
position of the various manifestations of pancreatic disorders. This large number 
of patients with a diagnosis of pancreatitis apparently results from the vigilance 
of the staff of this hospital, a staff alerted to pancreatitis by the survey of Paxton 
and Payne’. 


Table I gives a composite diagnostic picture of 543 cases of pancreatic dis- 
orders found in approximately 250,000 admissions in a period of five years or 
0.22 per cent. During the 13 years preceding 1946, only 307 cases were diag- 
nosed as pancreatitis in this hospital. In these five years the diagnosis was made 
in 371 cases. In Table I, cysts, calculi, calcifications, trauma and mumps are 
included to give a quick picture of their relative incidence, even though in most 
cases they are complications of pancreatitis. 


Acute pancreatitis may be considered the result of edema, hemorrhage or 
infection, or a combination of these with destruction of the pancreas, proved by 
elevated enzyme findings, surgery, and/or necropsy. 


*Clinical Professor of Medicine, University of Southern California School of Medicine, 
Department of Medicine (Gastroenterology ). 

tFormerly Assistant Clinical Professor of Medicine, University of Southern California 
School of Medicine, Department of Medicine. 

From the University of Southern California School of Medicine, Department of Medi- 
cine (Gastroenterology) and Los Angeles County Hospital. 
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Recurrent pancreatitis or chronic relapsing pancreatitis is defined by 
Comfort et al’: “The summation of repeated attacks of acute interstitial pan- 
creatitis or repeated sublethal attacks of so-called acute hemorrhagic pancreatitis 
or a combination of the two.” 


Chronic pancreatitis is the progression of acute or recurrent pancreatitis to 
the stage of interstitial fibrosis, necrosis and atrophy, calcifications and cysts. 
The latter three may be considered complications or sequela. 


Pancreatic cysts, calcifications, pancreatitis in mumps, pancreatitis following 
trauma and in pregnancy, all of which may be seen rarely, perhaps should not 


TABLE I 


INCIDENCE OF NONDIABETIC DISEASES OF THE PANCREAS 


Pancreatitis 


Acute 
Recurrent 
Chronic 

With Mumps 


Cysts 

Calcification 

Calculi 

*Traumatic 

* Abscess 

Tuberculosis 

Malignancy (reported in previous paper )? 
Congenital lesions 


Fibrocystic disease 1 
Annular pancreas 1 
Accessory pancreas 1 


*Traumatic pancreatitis and abscess were included twice. 


be considered so, in view of Table I. Cases with one attack were classified as 
acute pancreatitis, when proven by enzyme studies, surgery or autopsy, or a 
combination of these. We call “relapsing pancreatitis” those cases with two or 
more proven attacks, and “chronic pancreatitis” those cases which showed ex- 
tensive fibrosis, necrosis, atrophy, calcifications, cysts or combination of these. 
It seems probable that with greater attention to pathological studies, more cases 
of chronic pancreatitis will be found. This classification of pancreatitis is an 
arbitrary division of varied, but not necessarily separate, entities of pancreatitis. 
There is much overlapping, so that in a single pancreas there may be evidence 
of acute and chronic changes. 
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Pancreatitis may occur at any age, but is most frequent during middle age. 
It is uncommon in the first two decades of life, except as a complication of 
mumps. Tables II and III give the age-sex-race incidence which is essentially 
the same for the acute and recurrent cases. There were approximately 16 per 
cent more males than females affected. The number of White, Mexican, Negro 
and Oriental patients with pancreatitis was in proportion to their total number 
of admissions for all diseases during the five-year period. One variation, how- 
ever, occurred: 6 of 13 cases with pancreatitis during or following pregnancy, 
occurred in Mexican females. 


TABLE II 


Acr-Sex-Race DIsTRIBUTION IN ACUTE PANCREATITIS 
(Mumps OmiTTeD) 


White Mex. Negro Oriental 
M F M F M F M | F Total | Ratio M:F| Per cent 
0-19 0 0 2 0 0 0 0 0 2 2:0 1.0 
20-29 4 4 2 4 4 1 0 0 19 1:1 9.7 
30-39 | ll 11 6 5 8 5 0 0 46 12:1 | 23.8 
40-49 | 23 9 9 5 5 2 1 0 54 2.8:1 | 27.9 
50-59 9 9 3 4 3 0 0 0 28 1.2:1 14.2 
60-69 11 10 1 2 0 0 1 0 25 1.1:1 12.4 
70-79 7 10 0 0 0 1 0 0 18 1.6:1 9.2 
80- 2 4 0 0 0 0 0 0 6 1:2 3.2 
67 | 57 | 2 | 20 | 20 9 2; 0 198 


Ratio 1.2:1 1.2:1 2.2:1 2:0 
Per cent 
of Race 64% 21.8% 14.7% 1.0% 


Total males: 112, Total females: 86, Ratio M:F: 1.3:1. 


SYMPTOMS AND SIGNS OF ACUTE AND RECURRENT PANCREATITIS 


Considering all cases of acute and recurrent pancreatitis, little or no differ- 
ence was found in symptomatology. Those patients with recurrent attacks on the 
whole recognized their complaints and were hospitalized early. Those cases, 
however, which are considered chronic pancreatitis had few symptoms relative 
to the disease and most were discovered at surgery or autopsy. 
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Abdominal pain was the most constant complaint occurring in about 90 per 
cent of patients with acute and recurrent pancreatitis. Only 41 per cent of those 
with chronic pancreatitis complained of pain. Its intensity varied from a mild, 
easily tolerated discomfort to a sharp, constant pain which caused collapse. 
Table IV gives the site of the pain and radiation. As noted, the pain is most 
often in the upper abdomen and may radiate to the back, chest, flanks, or lower 
abdomen. The character of complaints and particularly the type of the pain 
often led to an erroneous admitting diagnosis of peptic ulcer or gallbladder 
disease. In edema of the pancreas the pain was often mild. On the other hand, 


TABLE III 


AcE-SEx-Race DIsTRIBUTION IN RECURRENT PANCREATITIS 


White Mex. Negro Oriental 


M M F M F 


0 0 


1 


17 


0 0 


39 37 21 15 7 8 


Ratio 1.1:1 1.4:1 1:1.14 
Total males: 67, Total females: 60, Ratio M:F: 1.1:1. 


those with necrosis or with hemorrhagic pancreatitis suffered relentless excru- 
ciating pain, which responded only to repeated large injections of narcotics. In 
other words, the pain depended on the degree of pathology, and of course, on 
the involvement of the tissues and other viscera adjacent to the pancreas. 


The textbook description of the pain of pancreatitis, as responding only to 
large doses of morphine, shows our failure in the past to recognize that this 
narcotic produces contractions of the common bile duct, sphincter of Oddi and 
intestines which were often already distended with gas, actually accentuating 
the pain rather than relieving it. 


| 
| 
Total | Ratio M:F| Per cent 
0-19 3 0:3 2.4 

| 

0 0 127 
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TABLE IV 


Pain DIsTRIBUTION IN PANCREATITIS 


Total Number 


Pain Ac. P, | Re. P. |Chr, P. 


Total number with pain 118 | 7 


Epigastric pain 

Without radiation 

With radiation 
To the back 
To the shoulders 
To the right side 
To the left side 
To both sides 
To the chest 
To the back and sides 


& 


Abdominal pain 
Without radiation 
With radiation 
To the back 
To both sides 
To the shoulders 
To the chest 


onoowneow 


Right upper quadrant pain 
Without radiation 
With radiation 
To the back 
To the shoulders 
To the back and sides 
To the right side 


ow w 


Right lower quadrant pain (no radiation ) 
Left upper quadrant pain 

Without radiation 

With radiation to both sides 
Left lower quadrant pain (no radiation) 


Right shoulder pain (no radiation) 
Suprapubic pain (without radiation) 
Chest pain (without radiation) 
Back pain (without radiation) 
With radiation to the abdomen 
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| ac P. | Re. P. | Chr. P. 
99 70 56.5 59.4 43.0 
47 40 47.5 57.2 33.3 
52 30 52.5 42.8 66.7 
23 20 23.2 21.6 33.3 
4 0 4.0 
6 0 6.1 
2 1 2.0 1.4 
9 3 9.1 4.3 
2 0 2.0 
6 6 6.1 8.6 33.3 
41 32 23.4 27.1 28.7 
32 20 78.0 62.5 
9 12 22.0 37.5 100.0 
5 9 12.2 28.1 
2 2 48 6.37 
1 0 2.4 100.0 
1 1 2.4 3.2 
24 10 13.7 8.5 28.7 
16 3 66.7 33.3 100.0 
8 7 33.3 66.7 
5 5 20.4 50.0 
l 1 4.0 10.0 
1 0 4.0 
1 1 4.0 10.0 
2 2 a 1.1 1.7 
3 0; O 
0 1 0 0.85 
2 1 0 1.1 0.85 
0 1 0 0.85 
0 1 0 0.85 
l 0 0 0.6 
2 0 0 1.1 
1 0 0 0.6 
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Zollinger* placed electrodes in the head, bocy and tail of the pancreas at 
surgery. Later, after the patients had recovered, he found that stimulation of the 
head produced pain in the right upper quadrant, that the body caused epigastric 
pain, while that of the tail produced left-sided or left flank pain. If all three sites 
were stimulated at the same time, the patient complained of a band-like pain. 
This is the only paper found to explain variants. 


TABLE V 


SYMPTOMS AND SIGNS IN ACUTE AND RECURRENT PANCREATITIS 
(Mumps 


Symptoms: 
Total No. of cases with pain 


L.U.Q. 
L.L.Q. 
R.U.Q. 
R.L.Q. 
Abdomen 
Epigastric 
Radiation of pain 
Back 
Side 
Vomiting 67.5 
Nausea 38.9 
Jaundice 9.9 
Weight loss 9.6 
Constipation 78 
Anorexia 5.7 
Diarrhea 5.4 
Weakness 18 


Signs: 
Tenderness 59.9 
Rigidity 30.7 
Distention 16.9 
Decreased or absent peristalsis 10.9 
Ascites 1.2 


Pain in a mild or moderate degree, responding satisfactorily to the average 
injection of Demerol or morphine, may easily lead to the wrong diagnosis. With- 
out the aid of repeated amylase determinations, the diagnosis may be missed if 
this laboratory aid is done too early or too late and is not repeated at frequent 
intervals. 


Vomiting occurs second to pain in frequency and is usually accompanied 
by, or follows the pain. Nausea without vomiting was present in other patients. 


250 | 
299 90.1% 
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Bloating or abdominal distention was found in a large number of cases. Seventy- 
five per cent of those x-rayed were reported as showing varying degrees of ileus. 


Jaundice was present in approximately 11 per cent of all the cases. In five 
cases, stenosis of the lower common duct or the ampulla of Vater due to com- 
mon duct stones and/or pressure from edema of surrounding pancreatic tissue 
was proven. The majority of those jaundiced had cirrhosis of the liver, hepatitis, 
liver necrosis or gallbladder disease. 


Tenderness in the abdomen was observed in approximately 60 per cent of 
all cases, with rigidity in 30 per cent; most often both were found in the upper 
part of the abdomen. Distention of the abdomen was noted in 16 per cent of 


TABLE VI 


Usinc Part or Ivy anp Grpss PATHOLOGICAL CLASSIFICATION® 
FOR THIs STUDY 


Diagnoses by Postmortem Diagnosed by Surgery & Biopsy 


With fat Without fat Without fat 
Necrosis Necrosis i Necrosis 


Acute edematous 
pancreatitis 


Acute necrotizing 
nonhemorrhagic 
pancreatitis 


Acute necrotizing 
hemorrhagic 
pancreatitis 


Acute suppurative 
pancreatitis 


all the patients with acute and relapsing pancreatitis. About 17 per cent of all 
cases with varying degrees of gaseous distention were diagnosed as mild or 
severe ileus by x-ray. 


The temperature was normal, or within one degree of normal, in a large 
number of cases. Those with 102° to 104° Fahrenheit suffered severe pancreatic 
damage with hemorrhage, necrosis, or infection. 


CHRONIC PANCREATITIS 


Chronic pancreatitis leading to pancreatic insufficiency, is the scarred end- 
result of severe or repeated damage to this gland. The islands of Langerhans, 


wo ll 2 l 
0 0 
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having a direct blood supply, are less prone to damage than the acinar tissue 
which received much of its blood from efferent arterioles from the islet 
sinusoids®. 


In our series, only 19 cases of the severe form of chronic pancreatitis were 
found, 8 males and 11 females. The distribution according. to race was almost 
proportionate to the total number admitted from each racial group. This condi- 
tion became apparent, usually between the 5th and the 8th decades. All of these 
were diagnosed at surgery or at postmortem. None were diagnosed clinically, 
probably because the condition was not suspected, or because of our inadequate 
investigative procedures. 


TABLE VII 


Acr-Sex-Race DIsTRIBUTION IN CHRONIC PANCREATITIS 


0 
0 


2} 3/0 


Ratio 3:1 2:1 0:2 
Per cent 

of race 63.1% 26.3% 10.5% 
Total males: 11, Total females: 8 


The associated conditions were alcoholism in 9 or 52.9 per cent, gallbladder 
disease in 7 or 41.2 per cent, liver disease in 8 or 52.9 per cent, positive serology 
in 2 or 11.7 per cent, malignancy of the pancreas in 1 or 5.9 per cent, and cardio- 
vascular disease in 3 or 17.7 per cent. The number of cases diagnosed as chronic 
pancreatitis is too small for real evaluation but the relative frequency corre- 
sponds closely to reports in the medical literature. 


Chronic pancreatitis is an indefinite clinical and pathological condition 
which may account for vague abdominal dyspepsia, for weight loss and diarrhea, 
or be overshadowed by associated conditions. This condition is often associated 
with liver damage, biliary tract disease, chronic diarrhea, and diabetes mellitus. 
Diagnosis is difficult. 


eo | 
9 19 | 
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PsycHosoMATIC ASPECTS OF CHRONIC PANCREATIC DAMAGE 


Patients with chronic or recurrent pancreatic damage, or even malignancy 
may appear complaining, hostile and uncooperative, thus presenting a picture 
suggesting psychoneurosis. This is further emphasized by the lack of laboratory 
evidence of disease by routine tests. The patient is often contemptuous of med- 
ical men because they have belittled his pain which he knows is severe. Diag- 
nosis depends on repeated and different tests. The surgeon, even after thorough 
exploratory procedures, may still be in a quandary until a pathological report 
on the biopsy of the pancreas is received. Biopsy is not often done because of 
the danger of pancreatic fistula. 


TABLE VIII 


SuMMARY OF CHRONIC PANCREATITIS 
(19 Cases) 


Associated Conditions 
Portal cirrhosis 
Liver necrosis 
Cholecystitis and cholelithiasis 
Stone in common duct 
Perforation of gallbladder 
Took alcohol 
Elevated nonprotein nitrogen 
Positive serology for syphilis 
Diabetes mellitus 
High blood sugar 
Pancreatic cysts 
Pancreatic calculi 
Pancreatic calcification 
Elevated serum amylase 


PANCREATIC CALCIFICATION AND LITHIASIS 


With improved roentgen technics, pancreatic lithiasis and diffuse calcifica- 
tion in the pancreas have had increased recognition. The calculi are made up 
of calcium carbonate or tribasic phosphate. Infection and stasis are said to play 
a role in the precipitation of these salts. Edmondson and Fields’ have shown 
large amounts of calcium mobilized in pancreatitis with greater concentration 
in the areas of involvement. They found that persistence of the calcium deposits 
in the parenchyma gives the diffuse calcification of the pancreas while intra- 
ductal deposits produce calculi, which may later increase in size and block the 
ducts, producing further pancreatic damage and fibrosis. 


Bullock and Edmondson® reported 14 cases of multiple calculi, 5 cases with 
a solitary calculus, and 4 cases of diffuse calcification of the pancreas, while one 
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case showed both diffuse calcification and calculi. These cases were found in 
3,500 necropsies, giving an incidence of .06 per cent. 


In this series there were 11 cases showing calcification of the pancreas and 
9 more with pancreatic calculi. Two of these cases of calcification were found 
at postmortem the one associated with pancreatic cyst and the other incidentally 
associated with esophageal malignancy, but without evidence of pancreatitis. In 
cases classified as acute pancreatitis there were 4 cases with calculi and 5 with 


TABLE IX 


SuMMARY OF PANCREATIC CALCIFICATION AND LITHIASIS 


Calcifications—11 or 4.1% of all cases of pancreatitis 
Calculi—9 or 2.4% of all cases of pancreatitis 


In acute pancreatitis 
Calcification 5 or 2.4% 
Calculi 4 or 1.9% 


In recurrent pancreatitis 
Calcification 1 or 0.8% 
Calculi 2 or 1.6% 


In chronic pancreatitis 
Calcification 5 or 29.4% 
Calculi 3 or 17.7% 


Male/Female 4/1 
Age distribution: 3rd to 8th decade 


Diagnosis was made as follows: 
Autopsies 12 of 82 
Laparotomies 6 of 92 
X-ray studies 1 of 55 
Associated conditions 
In calcifications: | Diabetes mellitus 3 or 30% 
Cysts 1 or 10% 


In calculi: Diabetes mellitus 2 or 22.2% 
Cysts 3 or 33.3% 


areas of calcification. The cases grouped as recurrent pancreatitis showed 2 cases 
with calculi and one with calcification; while in the chronic cases there were 3 
with calculi and 5 with areas of calcification. If the present concept is correct, 
viz., that calculi and calcification represented previous pancreatitis, then these 
9 cases seen in the acute group should be considered recurrent or chronic 
even without a clinical history of antecedent attacks. This would fit well with 
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Gambill’s® report of 35 cases with 5 cases which did not give a previous history 
suggesting pancreatitis. 


The incidence of calcifications and calculi were higher in Caucasians. The 
age distribution of calcification was most marked in the 7th decade, while in 
calculi they occurred about equally in the 4th, 5th, 6th and 8th decades. The 
male to female ratio in calcification was about 4 to 1 while in calculi it was 


equal. 


The diagnoses were made at postmortem twice as often as at surgery and 
made only twice by x-ray. During this period fewer x-rays of abdomen were 
taken in suspected upper abdominal disease. 


Of these 11 cases of pancreatic calcifications, 3 had diabetes mellitus and 1 
had a cyst as associated findings. Of the 9 cases of pancreatic calculi, 2 had 
diabetes mellitus and 3 had concomitant cysts. We feel that these findings repre- 
sent changes due to the previous pancreatic damage. 


Cysts OF THE PANCREAS 


Cysts of the pancreas are relatively uncommon. In this study, 19 cases were 
found, with 11 occurring in males and 8 in females. The greatest frequency was 
in the 4th and 5th decades. Cysts represent previous damage to the pancreas 
from inflammation, trauma, obstruction to the ducts by stones or tumors, devel- 
opmental anomalies, parasites and malignant cysts. In this series 4 cysts were 
associated with acute pancreatitis, 2 with recurrent pancreatitis, 4 with chronic 
pancreatitis, 5 followed trauma to the abdomen, and 4 were found at post- 
mortem without any clinical or pathological changes, probably best explained 
on a developmental basis. Death occurred in 9 cases with 2 following surgery. 


Alcoholism was reported in 6 cases, gallbladder disease in 2 cases; 2 had 
liver disease and 3 had elevated blood sugar. Symptoms occurring in cysts in- 
cluded: pain in 17 or 89.5 per cent; nausea in 6 or 31.6 per cent; anorexia in 4 
or 21.1 per cent; jaundice in 3 or 15.8 per cent; and constipation or diarrhea in 
2 each or 10.5 per cent. The clinical findings were abdominal masses in 7 or 36.8 
per cent; tenderness in 10 or 52.6 per cent; decreased or absent peristalsis and 
rigidity in 3 each or 15.8 per cent. Ascites and weight loss occurred in 2 each or 
10.5 per cent, and abdominal distention in 1 or 5.3 per cent. 


In the 10 cases with pancreatic cysts, which were studied, the serum amy- 
lase values varied from 60 to 3,725, with 8 cases having elevations over 200 units. 
Urinary diastase was done in 9 cases with results ranging from 315 to 166,000 
units, with 5 cases showing a value over 1,500. Icteric index was elevated in 2 
of 3 cases tested. Blood calcium was normal in two cases tested. 


Roentgen studies of cysts of the pancreas most frequently show distortion 
of stomach and duodenum. In this series of cysts of the pancreas 3 cases showed 
calculi and 1 showed diffuse calcification. 
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Priestley” stated that pseudocysts are most satisfactorily treated by marsupi- 
alization and drainage. In this series 14 patients had surgery; 8 cases had mar- 
supialization; 3 had resection of the cyst; 2 were explored only; and one had 
simple drainage for an infected cyst. There were two deaths following surgery. 
Autopsies were done on 8 of the 9 patients who died. 


Fibrocystic disease of the pancreas was observed in only one instance in 
our study. 


TABLE X 


SYMPTOMATOLOGY AND SIGNS IN PaNcrREATIC Cysts (19 Cases) 


Symptoms 
Total No. of cases with pain 


L.U.Q. 

R.U.Q. 

R.L.Q. 

Abdominal 

Epigastric 

Radiating to back 
Vomiting 42.1 
Nausea 31.6 
Anorexia 21.1 
Jaundice 15.8 
Weight loss 10.5 
Constipation 10.5 
Diarrhea 10.5 

Signs 

Tenderness 52.6 
Mass 36.8 
Decreased or absent peristalsis 21.1 
Rigidity 15.8 
Ascites 10.5 
Distention 5.3 


Pancreatic cysts in the young usually are congenital, but in the adult are 
secondary to previous pancreatic damage. 


PATHOGENESIS 


Regurgitation of infected bile into the pancreatic duct is the most accepted 
etiological concept of pancreatitis. This idea is dependent on the presence of a 
common channel above the sphincter of Oddi. Mehnen" dissected 449 post- 
mortem specimens and found the two ducts joined above the common sphincter 
in 61 per cent. Mann and Giordano” felt that the sphincter was most often 
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found at the lower end of the common bile duct, rather than distal to the union 
of the bile and pancreatic ducts. Obstruction of the outflow of pancreatic juice 
and bile may be produced by a stone in the ampulla of Vater, spasm of the 
sphincter of Oddi, pancreatic lithiasis, stricture, edema or tumor. Archibald” 
has shown in cats that spasm of this sphincter may result from increased intra- 
luminal pressure within the gallbladder or dilute hydrochloric acid on the duo- 
denal papilla. Bile in the pancreatic ducts, infected or not, activates the trypsin 
of the pancreatic juice. 


TABLE XI 


SumMMaRY OF CysTs OF PANCREAS 


Total number: 19 or 5.1% of all pancreatitis 
Occurred in: 
Acute pancreatitis 
Recurrent pancreatitis 
Chronic pancreatitis 
Traumatic pancreatitis 


Accidental finding at postmortem 
Age distribution — most frequently in 4th and 5th decade 


Male/Female — 11/8 
Deaths -—— 9 with 2 following surgery 


Associated conditions found with cysts: 
Alcoholism 
Hyperglycemia 
Gallbladder disease 
Liver disease 

14 cases had surgery with 2 deaths: 
Marsupialization 
Resection 
Drainage of infected cysts 
Exploratory alone 


woe 


Infectious diseases, e.g., epidemic parotitis, scarlet fever and typhoid fever 
are not infrequently associated with pancreatitis, usually of the mild interstitial 
type. Dalldorf and Gifford’* were able to produce pancreatic lesion in mice with 
the coxsackie virus. Bockus believed that infection may be carried to the pan- 
creas by the blood stream, infected bile, the lymphatics, or by ascending the 
duct from the duodenum. The lymphatic glands over the head of the pancreas 
receive drainage from the gallbladder and duodenum. Duodenal ulcer may be 
associated with pancreatitis, either as a coincidental finding or from penetration 
of the ulcer into the pancreas or possibly from lymphatic drainage from the ulcer 
region. The history of an attack of gastroduodenitis or gastroenteritis may be 
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obtained prior to the acute attack of pancreatitis. This association can be best 
explained by an ascending infection from the duodenum or possibly by a spasm 
of the sphincter of Oddi. Bockus® also considered embolic and thrombotic 


vascular accidents. 


Rich and Duff'*® have shown marked dilatation of thinned-out acini, with 
rupture and extravasation of the pancreatic juice into the gland substance. They 
noted necrosis of the walls of arteries and veins and described proliferation and 
squamous metaplasia of the smaller ductal epithelium. These findings would 
presuppose ductal obstruction. 


Heavy meals increase the demands on the pancreas by calling forth in- 
creased secretions. Fatty acids and soaps stimulate secretin formation. Should 
partial damage to, or congenital anomalies of the ducts be present, this over- 
loading could be the precipitating factor. Alcohol has often been blamed but 
there is no direct proof either clinically or experimentally. Alcohol and spices 
do stimulate gastric acids, which in turn increase secretin production or the 
hormonal stimulus to pancreatic activity. The pancreatic juice thus produced 
would be copious and would have few enzymes. 


Emotional disturbance with vagal stimulation may act in one or more of 
the following ways: 1. direct stimulation to pancreatic activity with high con- 
centration of enzymes, 2. spasm of the sphincter of Oddi or, 3. increase of gastric 


acids with increased secretin. Mallet-Guy et al'’ produced pancreatitis in dogs 
and guinea pigs by stimulation of the left splanchnic nerve but not the right 
splanchnic nerve or the vagus. They suggest that pancreatitis results from reflex 
vasomotor disturbances. 


Longo et al'® suggested that in all cases of acute pancreatitis the same 
physiopathogenic mechanism occurs. The mechanism they feel is extravasation 
of blood plasma resulting from vasodilatation, edema and hemorrhage. They 
suggest that these changes result from axonal splanchnic reflexes. They, there- 
fore, recommend the use of intravenous procaine for treatment, believing that 
it will reduce the gastric acids and secretin formation, relieve pain, improve 
circulation and diuresis, prevent ileus and suppress the splanchnic reflexes. 


Pancreatitis may follow operations on the stomach, duodenum or gall- 
bladder from surgical manipulation and vascular ligations. Warren’® discussed 
these points further. He states that the following should suggest postsurgical 
pancreatitis: 1. abdominal pain with radiation to the back, 2. shock, and 3. jaun- 
dice usually occurring within 24 hours. 


Kalser and Grossman” studied dogs with pancreatitis secondary to ethio- 
nine, and found that pancreatic extracts from these animals showed an increased 
concentration of trypsinogen and a decreased concentration of trypsin inhibitor. 
This trypsin inhibitor was decreased also in the pancreatic juice, while free 
trypsin in the juice and tissues was increased ten times. Bockus™ pointed out 
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that calcium prevents the action of trypsin inhibitor. This biochemical concept 
of pancreatitis is stimulating and may give an explanation of the many hitherto 
unexplained cases of pancreatitis. 


Opie* described two forms of chronic pancreatitis, namely interlobular and 
interacinar. These terms merely signify the location of the fibrosis, the former 
occurring more often in the head and the latter, with greater acinar and insular 
destruction, leading to diabetes mellitus. According to Wharton® this may also 
be an aging process, i.e., fibrosis, atrophy and vascular narrowing or arterio- 
sclerotic changes. Deaver* believed that chronic interlobular pancreatitis re- 
sulted from infection of the biliary tract or the duodenum. Biliary tract infection 
may travel along the ducts or by the lymphatics to the glands over the head of 
the pancreas. This has been pointed out by Judd™ and Bockus**. Chronic alco- 
holism with or without cirrhosis may often coexist. Klatskin and Gordon® have 
shown the relationship between relapsing pancreatitis and essential hyperlipe- 
mia. These authors, as well as Joske* believe that hyperlipemia which may be 
secondary to some pancreatic deficiency results in a lack of control of fats, may 
play a role in relapsing or recurrent pancreatitis. Chronic pancreatitis may be a 
sequel to acute infections or of varying degrees of fibrocystic disease in child- 
hood. Duodenal ulcer with or without direct penetration of the pancreas is 
associated with fibrosis of the head. Intraductal pressure-changes play an im- 
portant role in producing hydropancreatosis. This condition may result from a 
stone or tumor in the ampulla of Vater or spasm of sphincter of Oddi or inspis- 
sated pancreatic juice, or partial destruction of the ducts from previous pancre- 
atitis, or fibrocystic disease of the pancreas. Since chronic pancreatitis is the 
scarred end result of acute or recurrent pancreatitis, all factors concerned in the 
production of these must also play a part in pancreatic insufficiency. 


In the studies to be presented, the association between many of these con- 
ditions and pancreatitis will be discussed. 


Tract DIsEASE AND PANCREATITIS 


Biliary tract disease is considered by many as the chief etiological factor in 
pancreatitis. We found a ratio of 189 males to 162 females for pancreatitis, while 
in gallbladder disease the ratio is one to two or three. If gallbladder disease is 
an important etiological factor, then a greater incidence of pancreatitis would 
be expected in females than is shown in this series. Furthermore, studies of 
cholecystectomy in this series showed there were as many with recurrence 
following surgery as were relieved. While biliary tract disease may be a factor, 
it does not account for all the cases of pancreatitis. 


According to postmortem studies, biliary tract disease is said to occur in 
10 per cent of males and 20 per cent of females over 40 years of age. If the 
percentages are accurate, and since most pancreatitis occurs over this age, these 
figures would suggest that only in recurrent pancreatitis is there a significant 
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relationship. Could there be some common etiological factor rather than causal 
relationship (Joske”*)? 


The incidence of cholecystitis with or without cholelithiasis is markedly 
higher in relapsing pancreatitis than in patients with acute pancreatitis. There 
were 53.5 per cent of patients with recurrent attacks who had cholecystitis, 
while only 16.6 per cent with one episode of acute pancreatitis had accompany- 
ing cholecystitis, cholelithiasis, or both. Five patients who had cholecystectomies 
after the first attack of acute pancreatitis had no subsequent known attacks. 
There were 11 cases with attacks of pancreatitis subsequent to cholecystectomy. 
These ranged from six months to ten years following the surgery. 


TABLE XII 


Bmiary Tract DISEASE WITH PANCREATITIS 


Acute Recurrent 


Previous cholecystectomy 4 6 


Adhesions or structure of bile duct 1 2 


Cholecystectomy for cholecystitis 
or cholelithiasis 13 17 


Cholecystectomy (reason not given) 2 


Cholecystostomy 


Cholecystitis alone 
Cholecystitis and cholelithiasis 


8 
Cholelithiasis alone 3 
2 


Common duct stone 


Total lesion 34 or 16.6% 68 or 53.5% 9 or 52.9% 


19 Cases of 205 patients with acute pancreatitis had biliary tract disease. 
44 Cases of 127 patients with recurrent pancreatitis had biliary tract disease. 
7 Cases of 19 patients with chronic pancreatitis had biliary tract disease. 


Table XIII shows the results of 44 cholecystectomies. Since the above rec- 
ords cover only a five-year period, the number of subsequent admissions for 
pancreatitis is limited to those covered in this survey. One patient had six 
admissions in six years subsequent to a cholecystectomy. One admission for 
pancreatitis was 16 years after her cholecystectomy. Twenty-two patients were 
not subsequently admitted to this hospital and were not followed. Certainly, 
cholecystectomy gives no remarkable results in preventing subsequent attacks 
of pancreatitis. 


| 
} 
| 
Chronic 
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Liver CHANGES AND PANCREATITIS 


Liver changes ranging from necrosis to cirrhosis associated with pancreatic 
disease have been reported. Fisher” and Allen et al* in the early work with 
insulin reported fatty changes in depancreatomized dogs. Cole and Howe” 
suggested the term pancreaticohepatic syndrome and later Dragstedt et al®° 
demonstrated lipocaic deficiency. Webster and Williams*' cited 5 cases of cir- 
rhosis of the liver associated with fibrocystic disease of the pancreas. They 
believed that the liver damage resulted from prolonged nutritional deficiency. 
Branch* suggested that the liver changes resulted from essential amino acid 
deficiencies. Clark** reported 44 cases of pancreatitis in acute and chronic 
alcoholism. No pathology was found in gallbladder or ducts. Pancreatic lesions 
in 33 cases were classified as follows: 19 acute; 5 recurrent and 9 chronic pan- 
creatitis. In 24 cases the liver was large and fatty and in 17 cases cirrhosis was 
present. Schiller** found pancreatic enzymes in the bile and suggested that 


TABLE XIII 
Stupy or Cases (44) CHOLECYSTECTOMIES 
No Subsequent Attacks Attacks of Pancreatitis Subsequent to Surgery 
*Acute pancreatitis 5 1 attack subsequent to surgery 11 
Recurrent pancreatitis 17 31 attacks subsequent to surgery 10 
Chronic pancreatitis 0 1 attack subsequent to surgery 1 
Total cases 22 22 


*Three patients with acute pancreatitis and cholecystectomy died. 


these may cause the liver changes. Schnedorf and Orr** showed 10 cases of fatty 
liver with carcinoma of the pancreas. Pollock and Gerber® reported fat necrosis 
of the pancreas and phlegmonous lesions of the intestine in primary diseases of 
the liver. This association did not appear to depend on the degree of liver 
damage. The table of association in their report is interesting. Stinson et al®’ 
could not conclude whether liver or pancreatic changes were primary. They 
suggested that this association explains the elevations of serum amylase and 
lipase found in cirrhosis. No definite opinion is held about the factors concerned, 
or which is the primary organ involved. Both organs can be damaged by biliary 
tract disease, by dietary or alcoholic indiscretions, or by ascending infections 
following the gastroduodenitis. 


In this study, the associated findings in the liver are shown in Table XIV. 
The findings of 14 cases of cirrhosis or 3.8 per cent and 8 cases of necrosis or 
2.2 per cent is too high for coincidental occurrence. If two abnormal liver func- 
tion studies were taken as evidence, then liver damage was found in 14.1 per 
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cent of acute, 11.8 per cent of recurrent and 5.3 per cent of the chronic pan- 
creatitis. Liver function studies were not done in all cases. The liver was re- 
ported as enlarged in 33 cases or 8.9 per cent. The frequency of liver damage 
in cases with pancreatitis indicates the importance of liver studies in all cases 
of pancreatitis. 


ALCOHOL AND PANCREATITIS 


Eating and some degree of alcoholic intake often precede the attack, and 
have led to the impression that these are important etiological considerations. 
Both food and alcohol stimulate the secretion of hydrochloric acid in the 
stomach, which in turn increases the formation of secretin in the upper gastro- 


TABLE XIV 


Liver DIsEASE IN PANCREATITIS 


Acute Recurrent 


Tctal cases observed in 


each group 205 


Portal cirrhosis 
Liver necrosis 
Portal thrombosis 
Liver abscess 
Hepatitis 


Liver damage 
By surgery or PM 8 10 


Two or more 
abnormal tests 29 15 


intestinal tract. Theoretically at least, these could be factors in increasing 
pancreatic function, or alcohol could be associated with the gastroduodenitis, 
the source of the ascending ductal infection. 


Our records mention alcoholic intake in 90 cases of pancreatitis; 48 in the 
acute; 33 in the recurrent; and 9 in the chronic type, giving an over all per- 
centage of 28.4 per cent, with 23.4 per cent in acute; 25.9 per cent in recurrent 
and 52.9 per cent in the chronic form. Had a more adequate history of the 
drinking habits been taken, these percentages would undoubtedly be much higher. 
A study was made of 100 cases of peptic ulcer, which revealed 26 per cent 
took an occasional drink and 12 per cent took two or more ounces of whiskey 
per day**. Of all admissions for this 5-year period to the Los Angeles County 
Hospital, 5.2 per cent were recorded as alcoholics, but this does not include 
social or moderate drinking. In the cases of chronic pancreatitis some of these 


Chronic 
127 19 
2 6 6 
| 4 3 1 
2 1 
1 
1 
9 
1 


Wharton and Sloan—Pancreatitis 263 


probably were drinking because of distress or the emotional upset which can 
be attributed to pancreatic insufficiency. 


Those patients with no associated disease have essentially the same inci- 
dence of alcoholic intake preceding acute episodes of pancreatitis as those who 
have biliary tract disorders, or peptic ulcer. We are unable to establish a con- 
clusive etiological relationship between alcoholic intake and pancreatitis. 


Pertic ULCER AND PANCREATITIS 


Peptic ulcer of the posterior wall of the stomach and duodenum may penetrate 
into the head of the pancreas. Ivy et al®® reported that 17-25 per cent of peptic 
ulcers involve the pancreas. Duodenal diverticuli, either primary or secondary 
type, may cause pressure on the ampulla of Vater or the ducts. With perfora- 
tion into the pancreas the ulcer symptoms are markedly increased, the patient 


TABLE XV 
ALCOHOL AND PANCREATITIS 
Alcohol Intake With Alcohol 

Total cases Mentioned Intake 
Acute 205 48 23.4% 
Recurrent 127 33 25.9% 
Chronic 19 9 52.9% 
Totals 351 90 28.4% 
Peptic ulcer 
(For comparison ) 100 38 38.0% 
All admissions for 5 years 253,620 13,484 5.3% 


presses his epigastrium with both hands, holding the body in flexion. The differ- 
ential diagnosis between pancreatitis and ruptured ulcer is difficult as elevated 
enzyme findings may occur in both conditions. 


This study revealed 24 duodenal ulcers and one gastric ulcer in the acute 
pancreatitis, and seven duodenal ulcers and one gastric ulcer in the recurrent 
form. The frequency of peptic ulcer is the same or less than average. Nine 
duodenal ulcers, however, in acute pancreatitis and one in recurrent pancreatitis 
perforated. Three duodenal ulcers perforated within 3 days after onset of pain 
of pancreatitis. These diagnoses were based on surgery or postmortem studies. 


Mumps AND PANCREATITIS 


Mumps or epidemic parotitis has long been known to show involvement 
of the pancreas in some cases. Edlin and Sullivan*’ mentioned that pancreatitis 
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has been reported in association with mumps, scarlet fever and typhoid. 
Machella*! remarked on the elevation of serum amylase, with and without 
pancreatic involvement. 


Meakins* pointed out that the frequency of pancreatitis varies in different 
epidemics. It may occur before, during or after the parotitis. He described sim- 
ilar symptoms and signs such as we found. Most cases have complete recovery, 
but occasional patients develop diabetes mellitus and pancreatic insufficiency. 


Brahdy et al* reported three cases of pancreatitis with mumps. These 
authors quoted the postmortem pathological changes found by Lemoine and 
Lapasset* which were identical to those reported by Wollstein* in the parotid 
glands of monkeys innoculated with mumps. Farnan* reported surgical findings 
of pancreatitis associated with mumps. Zelman*’ noted that the case that later 
developed pancreatitis had the most marked elevation of serum amylase on ad- 


TABLE XVI 


Peptic ULCER AND PANCREATITIS 


Acute Recurrent 


Duodenal ulcer ll 
Perforated duodenal ulcer 

Hemorrhaging duodenal ulcer 
Gastric ulcer 1 


Total 25 or 12.2% 8 or 6.3% 


mission. Brown and Smiley“ reported a case of chronic pancreatitis with steator- 
rhea following mumps, giving a history of acute pancreatitis two years previously. 


In our series there were 20 cases of mumps with evidence of pancreatitis. 
Of this number, 13 cases occurred in males and 7 in females. They were about 
evenly distributed throughout the first four decades of life, although one oc- 
curred in the 6th decade. The diagnosis was not based on an elevation of serum 
amylase alone, although the maximum reading was 3,750 units and the lowest 
was 80 units. Urinary diastase was done in 7 with 6 showing an elevation. The 
diagnosis was based not only on the elevated enzyme findings (except in one 
case) but also on the clinical and physical examination. Variation in the range 
of high serum and urinary enzyme determinations with the duration of their 
elevation and their relation to onset of the manifestations of mumps, together 
with the complications are shown in Table XVII. Epigastric or generalized 
abdominal pain occurred in 7 or 35 per cent; nausea in 7 or 35 per cent; ano- 
rexia in 4 or 20 per cent; vomiting in 10 or 50 per cent; abdominal tenderness 
in 6 or 30 per cent and constipation, abdominal distention and varying degrees 


Chronic 

6 0 

1 0 

0 0 

1 0 
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of ileus in 2 each or 10 per cent. No deaths occurred and no surgery was per- 
formed, thus, no pathological specimens were obtained for definitive diagnosis. 
These findings suggest that a mild form of pancreatic involvement may occur 
with mumps. Reported sequela of pancreatitis associated with mumps are 
pancreatic insufficiency, diabetes mellitus, and even death. 


GriycosuniA, DIABETES MELLITUS AND PANCREATITIS 


Many cases of acute pancreatitis show a transient glycosuria. Warren et al* 
reported 72 cases in literature of acute pancreatitis, with 23 cases showing blood 
sugars between 150 and 200 mg., and 34 more with pancreatitis who had dia- 
betes coexisting or subsequently. Brush et al®® reported 19.3 per cent of 31 
cases with fasting blood sugars of over 200 mg. 


TABLE XVII 


SYMPTOMS AND SIGNS OF PANCREATITIS AS COMPLICATION OF MuMPS 


Symptoms: 

Pain 7 35% 
Abdominal 3 
Epigastric 4 

Radiation to the side 1 
Vomiting 10 50% 
Nausea 7 35% 
Tenderness 6 30% 
Anorexia 4 20% 
Constipation 2 10% 
Distention 2 10% 
Decrease or no peristalsis 2 10% 


In this series there were 18 cases of elevated blood sugars, with 7 occurring 
in acute; 7 in the recurrent and 4 in the chronic form of pancreatitis. The age 
varied from 29 to 81 years with the greatest frequency in the 5th decade. There 
were 9 males and 9 females. This combination of conditions occurred in one 
Negro, 3 Mexicans and 14 other Caucasians. Associated conditions were alco- 
holism 7; obesity 7; gallbladder disease 4; syphilis 3; liver disease 3; and duo- 
denal ulcer 1. Of the 6 with acute pancreatitis and diabetes mellitus one showed 
calcification and one showed a calculus. Of the 5 with recurrent pancreatitis 
only one showed calcification. Of the 6 cases of chronic pancreatitis in this 
group, 3 showed marked atrophy, 2 had calculi and one had a cyst of the 
pancreas. It would seem that glycosuria may appear in association with the 
acute stage and may persist. True diabetes mellitus may develop in the healing 
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Complications 


Orchitis 


Meningitis, Oophoritis 


Orchitis 


Orchitis 


Orchitis, Syphilis 


Note: 
S.A = Serum Amylase 
U.D = Urinary Diastase 
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PANCREATITIS 
)PHORITIS 1 CaszE, MENINGITIS 2 Cases, 1 CasE) 


5th Day | 6th Day 7th Day 8th Day 9th Day | 10thDay | l1lthDay | 12th Day 
U.D.| S.A. | U.D. | S.A. | U.D.| S.A.| U.D.| S.A.| U.D.| S.A. | U.D.| S.A. | U.D.| S.A.} U.D. 
640 | 3845 
1280 | 2080 300 100 
185 
800 
237 
470 1030 


0 alcoholic history obtained in any case 
o gallbladder or biliary tract disorder noted 
0 surgery or no deaths 
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or chronic form. Our findings do not bear out Aaron’s®' statement that “perma- 
nent diabetes is a common after-effect of acute pancreatitis.” 


PREGNANCY AND PANCREATITIS 


The occurrence of pancreatitis during pregnancy, or in the first two weeks 
following delivery, was first described by Schmitt in 1818. Langemade and 


TABLE XIX 


DIABETES MELLITUS AND PANCREATITIS 


Total number with diabetes mellitus: 

Total number with elevated blood sugar and pancreatitis: 
Per cent of pancreatitis cases with elevated blood sugar: 
Per cent of diabetes mellitus with pancreatitis: 


18 cases of various types of pancreatitis with elevated blood sugar: 
Acute 9 
With calcification 1 
With calculus 1 


Recurrent 
With calcification 


Chronic 
With marked atrophy 
With calcification 
With calculus 


Ages ranged from 29 to 81 years—greatest frequency in 5th decade: 
Male/Female: 9/9 
Associated conditions 
Alcohol 
Obesity 
Gallbladder disease 
Lues 
Liver disease 
Ulcer 


Deaths 
Acute 


Chronic 


Edmondson®™ pointed out that ptyalism and hyperemesis occur during preg- 
nancy and suggest that there is an increase in pancreatic function also. Picinelli 
and Villani** have shown that there is an increase in lipase and trypsin con- 
centrations in the duodenal contents during pregnancy. Probably more cases of 
pancreatitis would be found if serum amylase and urinary diastase studies were 


7229 
18 
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done in patients with hyperemesis or with upper abdominal pain, nausea and 
vomiting. No adequate explanation has been advanced as to why they should 
occur with greater frequency during the postpartum than at any other period 
of life. Grott® studied 50 cases which had glycosuria during pregnancy and 
postpartum and found that 24 per cent of these patients showed evidence of 
chronic pancreatitis during pregnancy and that an additional 36 per cent de- 
veloped signs of pancreatic insufficiency later. Cassel and Malewitz™ suggested 
that the gravid uterus may produce pressure on the ducts. If this mechanical 


TABLE XX 


PREGNANCY AND PANCREATITIS 


Total number of pancreatitis and pregnancy: 13 
Total percentage of pancreatitis cases with pregnancy: 3.5 
Various types of pancreatitis with pregnancy: 
Acute 9 
Recurrent 4 
During pregnancy 3 
During postpartum 10 
Ages ranged from 17 to 42 years—greatest frequency third decade. 
Race: 
Mexicans 6 
Other Caucasians 5 
Negroes 2 
Associated conditions: 
Cholecystic disease 5 
Obesity 5 
Alcoholism 1 
Deaths (2) 
Acute 1 
Recurrent 1 


factor were true then jaundice would be a more frequent complication of preg- 
nancy. Joske®’ reported six cases of pancreatitis in the postpartum period. Four 
cases had cholelithiasis but none had choledocholithiasis. He suggested that both 
conditions may be secondary to the lipemia of pregnancy. 


In our series of 371 cases of pancreatitis there were 77 cases of females 
between 17-45 years of age with pancreatitis. Thirteen of these suffered pan- 
creatitis of the acute or recurrent type; 9 occurred during pregnancy, and 4 
in the first two weeks after delivery. This gives a 17.0 per cent average. The 
ages of the patients with pancreatitis ranged from 17 to 42, with the distribu- 
tion of one in the second decade; six in the third decade; five in the fourth 
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decade and one in the fifth decade, which probably corresponds closely to the 
frequency of pregnancies. There were two Negroes, six Mexicans, five other 
Caucasians. Interestingly, there were 10 cases who had recurrent pancreatitis, 
while only 3 had the acute form. Does this suggest that the pregnancy had 
simply added another load to the previously damaged pancreas? One case was 
reported as an alcoholic. Five cases were recorded as*obese. Two deaths oc- 
curred in the 13 cases, both in the postpartum period; one had an acute form 
and the other relapsing pancreatitis. Cholecystic disease was present also in 5 
cases of these 13 patients; one was proven at postmortem; in another a gall- 
stone was vomited; 3 had had cholecystectomies. These findings suggest that 
cholecystic disease and obesity are added factors and they are more common 
with pregnancy, but that pregnancy itself seems to be an additional factor. 


TRAUMA AND PANCREATIC DISEASE 


The pancreas may be injured in crushing blows to the abdomen resulting 
in contusion, rupture, or hemorrhage. The clinical picture, since other organs 
are involved, is usually bizarre. Studies of serum amylase and abdominal 
fluid for enzymes may be helpful. Glycosuria and hyperglycemia may also be 
present early. Mention has been made earlier of pancreatitis resulting from 
surgical procedures. Symptoms may not appear for several days after the 


accident and the later they appear, the more likely are cystic changes in the 
pancreas found. Pancreatic damage should be considered in all patients with 


abdominal injury. 


See Table XXI for details of the nine cases reported with trauma fol- 
lowed by acute pancreatitis or cyst of the pancreas. 


SYPHILIS AND PANCREATITIS 


Syphilitic disease of the pancreas is rare. Warthin® and Fournier have 
each reported frequent syphilitic interstitial pancreatitis in congenital syphilis. 
Lemann® reported Faroy’s findings of spirochetes in the pancreas in six or 
seven syphilitic fetuses and newborn children. Diffuse fibrosis due to syphilis 


is said to be uncommon and gummata are rare. Diagnosis cannot be made 
clinically. 


In this series the frequency of positive serology indicating syphilis was 
about twice as frequent as for general admissions or 8 per cent. In the cases of 
acute pancreatitis there were 7.6 per cent, recurrent pancreatitis 17.3 per 
cent and chronic pancreatitis 11.7 per cent with positive serology. In pan- 
creatic malignancies there was 6.6 per cent with positive serology’. In the 
group of 17 cases of diabetes mellitus and pancreatitis there were three, or 
17.6 per cent with positive serology. In 13 cases of pregnancy and pancreatitis 
there were two with positive serology, or 15.4 per cent. 
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From these figures it would appear that the rate of positive serology in 
acute pancreatitis and malignancy of the pancreas was about the same as 
the admission rate. It is noteworthy that in recurrent and chronic pancreatitis 
it is higher, which suggests that syphilis may play a role in the recurrent and 
chronic types. Further studies need to be done for verification. Could it be 
that syphilis plays a role in the progressive fibrosis? 


Tuberculous pancreatitis is uncommon and never a primary involvement. 
It is considered a part of miliary spread but may travel to the pancreas either 
by the lymphatics or by ascending the ducts from the duodenum. 


This study revealed two patients with tuberculosis of the pancreas; one 
patient had miliary tuberculosis and squamous-celled carcinoma of the cervix 
with metastases; the other had caseous tuberculosis of the pancreas, liver and 
spleen, but negative roentgen studies of the lungs. Neither case was recog- 
nized clinically. 


Heart DIsEASE AND PANCREATITIS 


The differential diagnosis between pancreatic and cardiac disease is 
sometimes difficult. It may require all the diagnostic methods at our disposal, 
and a good history is mandatory. The electrocardiograph will be a valuable 
aid but changes will be found associated with electrolytic imbalance and with 
shock, which are parts of the picture of pancreatitis. Serum amylase is more 
specific than the electrocardiogram in the differential diagnosis. 


Of the 33 electrocardiographs taken in this study, 26 showed abnormal- 
ities, some of which were secondary to the pancreatitis. Auricular extrasys- 
toles were seen in two, ventricular extrasystoles in five, auricular fibrillation 
in one, sinus tachycardia in seven, abnormal T and Q waves in six, heart block 
in two, low voltage in five. These records had no previous normals for com- 
parison. 


Fifteen of the patients with acute pancreatitis had associated obvious 
cardiovascular disorders clinically, or these were found at postpartum. Two 
patients had dissecting aneurysm, one in the thoracic region and the other, ab- 
dominal. Seven of these cases had myocardial infarction or hypertensive heart 
disease. Gottesman et al® have reported cases of typical electrocardiographic 
changes for coronary thrombosis in acute pancreatitis. These electrocardio- 
graphic changes were, however, reversed in two weeks. 


LABORATORY PROCEDURES 


The symptomatology of pancreatic disorders is not diagnostic. The 
resident staff at this hospital requests amylase determinations in all patients 
with symptoms referrable to the upper abdomen. As a result, approximately 
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four times as many cases of pancreatitis have been diagnosed. Laboratory 
procedures in this hospital can be divided into those for: 


1. Diagnosis of pancreatitis 


Serum amylase 

Urinary diastase 

Antithrombin titer 

White blood count and differential 
Blood sugar 

Flat plate of abdomen 

Amylase studies of peritoneal fluid 


2. Diagnosis of electrolytic imbalance 


Serum potassium 
Serum sodium 

CO: combining power 
Serum calcium 


e. Electrocardiograph 


oP 


3. Diagnosis of other commonly involved organs 


a. Nonprotein nitrogen 
b. Liver function studies 
1) Thymol turbidity 
2) Cephalin cholesterol flocculation 
3) Albumin/globulin ratio 
4) Serum bilirubin 
5) Bromsulfalein excretion test 
c. Cholecystogram 
d. Upper gastrointestinal roentgen studies 


4. Tests for pancreatic reserve 


a. Duodenal enzyme studies 
1) With prostigmine 
2) With secretin 

b. Radioactive isotopes 


Serum amylase (Chaney’s modification of Somogyi method was used in 
this study) is the most commonly used test. Persistent elevation of serum 
amylase indicates continued activity of the pancreatitis. In severe or chronic 
cases with destruction of the acinar tissue there may be no elevation of 
serum amylase. Elevation of serum amylase may also occur in: 


1. Carcinoma of the pancreas. 


2. Peptic ulcer penetrating into the pancreas or perforation into peri- 
toneal sac. 


4 
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3. Impaired renal function where it parallels the axotemia. 
4. Intestinal obstruction. 

5. Mumps with and without pancreatitis. 

6. Acute infectious diseases. 

7. After administration of opiates. 


A serum amylase of over 100 units points to pancreatitis and if over 300 
units is positively diagnostic. Jones* points out that it has no value in 


prognosis. 


Urinary diastase generally has not been used adequately by itself or in 
conjunction with serum amylase. Our findings show that these levels cor- 


i 7 9 11-15 
DATS AFTER ONSET OF 


Fig. 1 


Urinary diastese 


respond very closely to the serum amylase values (Figs. 1 and 2). In some 
cases of pancreatitis, however, urinary diastase values were elevated during 
the first few days while the serum amylase were normal. Since both procedures 
are relatively simple to do, we feel that greater accuracy in diagnosis would be 
obtained if both were run concurrently and repeated at intervals. Single deter- 
minations of one or both have resulted in erroneous diagnosis both early and 
late in the course of pancreatitis. Prolonged elevations indicate a progressive 
lesion and recurrent elevations point to exacerbations of pancreatitis. 


Other tests are of value in diagnosis, but discussion of all of them would 
add little except statistically to the previous papers. 
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MorrTauity 


Pancreatitis carries a high mortality, as well as morbidity rate. An attempt 
has been made to divide this mortality rate into pancreatic and non-pan- 
creatic deaths. In the latter, the pathology other than that in the pancreas, 
was the cause of death. Mortality depends on the type and severity of the 
lesion. The so-called hemorrhagic or necrotic forms of acute pancreatitis 
have the highest mortality. In these cases there is marked shock, electrolytic 
imbalance with an outpouring of calcium to form soaps resulting in low 
serum calcium with the concomitant electrocardiographic changes, resulting 
from changes in the myocardium. 


PANRSATITS 


Orinary diastase (reeds in 1000's) 


Serum amylase (reads in 13's) 


1 3 ? 15-20 21-25 26° 


Urinary diastase 


Fig. 2 


Table XXII shows the mortality statistics. Seventeen of the 37 pancreatic 
deaths in acute pancreatitis were associated with hemorrhagic pancreatitis. 
The total mortality for acute pancreatitis was 63 or 30.7 per cent with 37 
or 18.0 per cent due primarily to pancreatitis. The total mortality of recur- 
rent pancreatitis was much lower; 11 cases or 8.6 per cent out of 127 patients 
died; only 5 or 3.9 per cent had pancreatic deaths. This difference suggests 
to us that recurrent pancreatitis is a much less extensive lesion and the diag- 


nosis is more easily and quickly made with appropriate treatment started 
early. 


Chronic pancreatitis shows an extremely high mortality rate of 73.7 per 
cent, however, the death rate from pancreatitis was 15.8 per cent. 
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Chronic pancreatitis is an end stage picture and thus a relative term. The 
nutritional condition of these patients was usually poor. No definite criteria 
has been set up clinically or pathologically for this group. Comparative mor- 
tality and morbidity statistics are therefore different. Certainly, pancreatitis 
still carries a startling mortality rate. 


SUMMARY 


1. Pancreatitis and its complications are listed and discussed. Pancreatitis 
is found with increasing frequency when considered in the differential diag- 
nosis of all acute and chronic upper abdominal disorders. 


2. The interrelations between pancreatitis, biliary tract disease and other 
associated conditions are listed and discussed. 


3. The diagnosis without biopsy of chronic pancreatitis is difficult or 
impossible with the means at our disposal. Autopsy or biopsy at surgery re- 
vealed the pathology in this series of cases. 


4. The importance of serum amylase and urinary distase to run concur- 
rently and with repeated determinations are stressed. Transient elevation of en- 
zymes in mild cases of pancreatitis and repeated high determinations up to 
55 days in the severe form are reported in detail. 


5. Pancreatitis as a complication of mumps, pancreatitis in pregnancy, 
pancreatitis following trauma and specific pancreatitis are discussed. 
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SEROTONIN AND GASTROENTEROLOGY®* 


THOMAS E. OLSON, M.Dt 
and 
SEYMOUR J. GRAY, M.D., Ph.D.} 
Boston, Mass. 


Although the presence of a vasoconstrictor substance in the serum has 
been known for the past 100 years, only recently has this substance been isolated 
and identified as 5-hydroxytryptamine, a powerful smooth muscle stimulant, 
popularly known as serotonin. This compound has been shown to be the sub- 
stance responsible for the “carcinoid syndrome” seen in some patients with 
metastatic argentoffinomas of the gastrointestinal tract. In recent years sero- 
tonin metabolism has been the subject of widespread and intensive investigation 
in a number of disease processes, particularly relating to the central nervous 
system, gastrointestinal tract, cardiovascular, renal and pulmonary systems. 


Only 24 years ago Erspamer, an Italian investigator, first obtained the 
substance from extracts of animal gastrointestinal tracts. He gave it the name 
“enteramine”, concluded that it originated from the argentaffin (or silver stain- 
ing cells) and considered it to be the hormone of the enterochromaffin system'. 
In 1949 Rapport was able to isolate the vasoconstrictor substance from serum 
and showed that it was 5-hydroxytryptamine. Two years later Rand and Reid*® 
found that the blood serotonin was concentrated in platelets, and in the same 
year it was synthesized by Hamlin and Fischer*. In 1954 Thorson® described the 
first group of patients with the “carcinoid syndrome” and suggested that in- 
creased serotonin production was responsible for the clinical picture, since 
Lembeck® had isolated large amounts of serotonin from a carcinoid tumor the 
year before. 


SEROTONIN 


Metabolism:—Serotonin is biochemically identified as 5-hydroxytryptamine. 
In animals up to 90 per cent of the total serotonin is localized in the gastro- 
intestinal tract, but it may also be found in blood platelets and in the brain. In 
the gastrointestinal tract serotonin is concentrated in the argentaffine or silver 
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staining cells of the intestinal mucosa and is probably responsible for its silver 
staining property. 

Serotonin originates from the amino acid tryptophane, and is excreted in 
the urine as 5-hydroxy indole acetic acid. The first step in the formation of 
serotonin is the addition of a hydroxy group to tryptophane to form 5-hydroxy- 
tryptophane. Where and how this conversion occurs is unknown, since the 
enzyme necessary for this step has not been demonstrated as yet in animal 
tissue. The 5-hydroxytryptophane is then transformed to 5-hydroxytryptamine 
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Fig. 1—Metabolic pathway for serotonin. 


boxylase 


(serotonin) principally in the gut wall, liver, kidney, lung and brain by a decar- 
boxylase and is then stored in the gastrointestinal tract, brain and platelets in 
a “bound” or inactive form which is later released in its pharmacologically 
active state. The amine oxidases (found in most tissues, especially liver and 
lung) finally convert it to 5-hydroxy indole acetic acid which is excreted in the 
urine (Fig. 1). 


In normal individuals only 1 per cent of the daily tryptophane intake is 
utilized in producing serotonin, but in carcinoid patients as much as 60 per cent 
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of the tryptophane may be converted to serotonin leaving less tryptophane avail- 
able for the formation of niacin and protein. Consequently patients with carcinoid 
may have significantly lower blood tryptophane levels than normal*. 


Physiology:—Increased gastrointestinal motility, often accompanied by 
borborygmi and diarrhea, has been observed in experimental animals following 
serotonin administration and can be produced with the intravenous infusion of 
only .01 mg. of serotonin/kg./minute*’. In humans 1 to 2 mg. of serotonin intra- 
venously produces a sharp rise in intestinal tone with disappearance of the mix- 
ing waves within 30 seconds’. Banthine® decreases or abolishes this response 
whereas hexamethonium has no effect, implying that the site of action of 
serotonin in the human is at the postganglionic parasympathetic nerve fibers. 


Although the stimulating action of serotonin on intestinal motility has been 
well studied, not much is known about the serotonin effect on gastrointestinal 
secretion. One would predict that serotonin should stimulate gastric secretion 
as well as intestinal motility. Shay, however, reported that serotonin adminis- 
tered to rats in doses of 1 to 2 mg./100 gm. body weight produced a significant 
depression of gastric juice volume, acid and pepsin output". In another study” 
in which Haverbach et al gave 5-hydroxytryptophane to dogs, there was marked 
inhibition of the spontaneous secretion of acid juice as well as a diminished 
gastric secretory response to insulin hypoglycemia and urocholine. There was 
no effect, however, on the secretory response to histamine or reserpine. From 
this evidence it was concluded that 5-hydroxytryptophane, or probably sero- 
tonin, interrupts the transmission of stimuli at some point in the terminal para- 
sympathetic pathway to the parietal cells. 


In the human, however, the effect of serotonin on gastric secretion may be 
one of acid stimulation according to reports from the Italian literature’*. Normal 
subjects were given 5 mg. of serotonin creatinine sulfate intravenously. The drug 
produced a distinct stimulating effect on gastric acid secretion. The total gastric 
juice volume was not increased significantly, however, suggesting that the 
mechanism of action of serotonin differs from that of histamine. 


An increased incidence of gastric and duodenal ulcerations has been re- 
ported in patients with metastatic carcinoid, who are known to have high levels 
of blood serotonin. Gastric ulcerations have also been observed in animals fol- 
lowing the administration of the serotonin precursor 5-hydroxytryptamine™. 


Carcinoip TUMORS 


Carcinoid tumors arise from the argentaffin cells of the intestine and com- 
prise approximately 1 per cent of all neoplasms of the gastrointestinal tract. 
These tumors may be found anywhere from the stomach to the rectum, although 
80 to 95 per cent are located in the region of the ileocecal valve, principally in 
the appendix and the terminal ileum. Approximately 65 per cent of carcinoids 
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involve the appendix itself; 23 per cent are demonstrable in the ileum and 
jejunum (mostly in the lower ileum). A small number of tumors (4 per cent) 
may be found in the cecum or elsewhere in the colon, and 3 per cent have been 
reported in the rectum. Carcinoids may also be present rarely in the stomach, 
duodenum and gallbladder. An occasional carcinoid has arisen from an ovarian 
teratoma. Carcinoids are multiple in origin in 15 to 25 per cent of cases. 


Appendiceal carcinoids metastasize rarely, if at all. Carcinoid tumors in- 
volving the cecum, ileum or colon on the other hand metastasize more fre- 
quently. Thirty-three per cent of extra-appendiceal carcinoids remain localized 
and noninvasive, 27 per cent invade the muscularis, approximately 23 per cent 
spread to the regional lymph nodes and 17 per cent metastasize to the liver and 
other distant organs. Metastases occur most commonly in the regional lymph 
nodes and liver, but are often found in the mesentery or serosa near the primary 
tumor. 


The symptoms of nonfunctioning carcinoid tumors depend on the site of 
the primary tumor and the presence or absence of wide spread metastasis. The 
size of the tumor is important, particularly in the appendix where the small 
lumen is obstructed early, presenting symptoms of acute appendicitis. Carci- 
noids in the small bowel usually produce symptoms of acute or intermittent 
intestinal obstruction. When the tumor metastasizes to the liver, the generalized 
signs and symptoms of the carcinoid syndrome may become apparent. The car- 
cinoid syndrome is seen only when metastases to the liver have occurred. 


Tue Carcinow SYNDROME 


Patients with the carcinoid syndrome present the following characteristics 
according to Thorson’s original description in 1954°: 

“1. Malignant carcinoid of the small intestine with slow progression and 
metastases of the liver and other intraabdominal organs. 


“2. Dependent edema, frequent watery stools, borborygmi and abdominal 
pain were common symptoms. 


“3. Generalized widening of the small vessels of the skin. In some cases 
telangiectasis. 


“4. Peculiar patchy flushing of the skin combined with pilomotor symp- 
toms. Plethoric coloration and total or partial cyanosis in the absence of poly- 


cythemia. 
“5. Pulmonary stenosis of the valvular type and tricuspid regurgitation. 
“6. Attacks of bronchial asthma of a rather unusual type.” 


One of the most characteristic symptoms of the carcinoid syndrome is the 
acute reddish cutaneous flush. It starts in the face, but may extend to the chest, 
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arms and legs and may last for seven to eight minutes. Patches of cyanosis or 
blanching may develop in the flushed skin. Chronically the patients often devel- 
op a persistent reddish-purple discoloration of the face without polycythemia. 
As time passes, telangiectasia become apparent in the affected area. 


The flush reaction may be precipitated by emotional disturbances, physical 
exertion, manipulation of the tumor, eating, drinking alcohol, or histamine in- 
jections. The flush has been divided into three phases: 1. An initial phase con- 
sists of reddening and burning of the skin. A few seconds after the onset the 
heart sounds become weak and the pulse irregular. This phase lasts about 20 
seconds. 2. The second phase begins when the flushing and burning sensations 
are fully developed and is characterized by tachycardia, high systolic and pulse 
pressures and a high cardiac output. This phase persists for several minutes. 
3. The third or cyanotic phase is manifested by a predominantly cold and 
cyanotic skin, a weak pulse, a low pulse pressure and decreased cardiac output. 
This phase lasts from one to several minutes and usually occurs late in the 
disease. 


The flushing of the carcinoid syndrome is presumably caused by an increase 
in the blood serotonin level since the infusion of serotonin in the brachial 
artery of man produces a deep flush in the injected arm which gradually be- 
comes increasingly cyanotic. Moreover, the excretion of 5-hydroxy indole acetic 


acid in the urine, which is elevated in all patients with the carcinoid syndrome, 
may increase further during the flushing episode presumably because of an 
increased release of serotonin from the tumor. 


One of the most common symptoms is watery diarrhea which often occurs 
early in the disease. The number of movements is not often great, but may 
reach 20 or 30. Colicky pain is often present. In many cases asthma-like dyspnea 
is a troublesome and prominent symptom often occurring with the flushes. 


Edema of the legs is often noted in patients with or without heart disease. 
It is interesting to note that serotonin injected subcutaneously in rats produces 
a protein rich edema. 


The incidence of arthritis seems somewhat increased in these patients and 
suggests the possibility that the syndrome represents a more generalized con- 


nective tissue disorder. 


Right-sided cardiac involvement, primarily pulmonary stenosis, usually 
appears late in the disease since many patients with metastatic carcinoid may 
demonstrate the curious flushing of the skin without evidence of cardiac involve- 
ment. 


The pathological changes of the heart are well documented’*. Grossly a 
pearly grey fibrosis involves the pulmonic or tricuspid valves which become 
sclerotic, thickened and distorted, usually causing a stenosis and sometimes 


Olson and Gray—Serotonin and Gastroenterology 285 


regurgitation. The sclerotic tissue may extend to the endocardium of the right 
ventricle, pulmonary artery or the right atrium. Right ventricular hypertrophy 
is often seen. 


An attractive hypothesis is that the endocardial lesions result from chemical 
irritation caused by the high levels of blood serotonin*. The destruction of 
serotonin by the amine oxidase in the lungs prevents left-sided heart involve- 
ment. In one patient with a patent foramen ovale, for example, there were 
changes in the mitral and aortic valves in addition to those on the right side of 
the heart"®. 


Although some workers have reported much higher amounts of serotonin 
in the blood from the right heart as compared to peripheral arterial blood, most 
investigators* have been unable to find an appreciable difference. The admin- 
istration of serotonin in experimental animals has failed so far to produce 
endocardial and valvular fibrosis. Chronic experiments are now underway", 


Diagnosis:—In general, the clinical picture of the carcinoid syndrome de- 
scribed above is seen only when the carcinoid tumor of the gastrointestinal tract 
has already metastasized to the liver. The earliest and most common signs are 
flushing of the skin and diarrhea. Asthma may likewise be seen in the incipient 
stages. Cardiac involvement may or may not be present and usually appears 
late in the disease. Carcinoid tumors, however, may metastasize widely without 
producing any symptoms. In one series the carcinoid syndrome was observed 
in only 20 per cent of metastatic carcinoid involving the liver. 


The diagnosis is rarely made by x-ray examination and is usually estab- 
lished at surgical exploration or at autopsy. The most definitive diagnostic labo- 
ratory finding is an increased output of 5-hydroxy indole acetic acid in the urine. 
A markedly increased level, however, is not observed until the carcinoid tumor 
has metastasized to the liver, although small increases may be seen with metas- 
tases to regional lymph nodes"’. 


Laboratory studies:—Patients with the carcinoid syndrome produce an in- 
creased amount of serotonin as evidenced by a high blood serotonin level and 
an increased output of 5-hydroxy indole acetic acid in the urine. The blood 
serotonin levels vary between .5 to 2.8 mcg. per c.c. (normal—0.1 to 0.3 mcg. 
per c.c.), with urinary 5-hydroxy indole acetic acid values of 20 to 680 mg. per 
24 hours (normal—2 to 10 mg.). The level of 5-hydroxy indole acetic acid in the 
urine is a measure of the extent of the tumor mass and is valuable as a diagnos- 
tic procedure, and in following the clinical course of patients after surgery 
or other therapy. The 5-hydroxy indole acetic acid in the urine usually returns 
to normal when the carcinoid is completely removed, if no metastases are pres- 
ent. A simple and accurate screening test is available for clinical use. 


In general, serotonin has not been found in the cerebrospinal fluid or feces, 
although small amounts are measurable in the urine (1-2 gm. per day compared 
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to normal values of less than 0.1 mg.). The serotonin content of carcinoid 
tumors varies from 0.1 to 25,000 gamma per gm. of tissue. The normal serotonin 
content of the gastrointestinal tract of animals is below 10 gamma per gm. of 
tissue. Normal levels for the gastrointestinal tract of man have not been estab- 
lished. 


Recently, by the administration of the radioactivity tagged serotonin pre- 
cursor, 5-hydroxytryptophane, it has been estimated that the serotonin pool in 
one carcinoid patient was 2,800 mg*. The magnitude of this pool can be appre- 
ciated by the fact that 1 mg. of serotonin produces pharmacological effects in 
man when given intravenously. Of interest is the recent discovery of increased 
amounts of histamine in the urine of some patients with the carcinoid syn- 
drome’’. It is not known whether the carcinoid tumor produces histamine 
directly, or if the increased formation of serotonin in the tumor cells lead to a 
secondary release of histamine elsewhere in the body. Studies have demon- 
strated that serotonin can release histamine from living cells’. 


Treatment:—Surgery is indicated in spite of the presence of metastases be- 
cause of the remarkably slow progression of carcinoid tumors. Surgical removal 
of the tumor may decrease, delay, or prevent symptoms of the carcinoid syn- 
drome and local complications at the primary tumor site, particularly obstruc- 
tion. 


A drug which has proven most useful in symptomatic treatment of the 
carcinoid syndrome is chlorpromazine which has certain experimental anti- 
serotonin properties. (Exposure of strips of smooth muscle to chlorpromazine 
may decrease or abolish serotonin induced contractions). In patients with the 
carcinoid syndrome chlorpromazine (25 mg. every six hours), has been noted 
to diminish diarrhea and the frequency and severity of flushing reactions. 


Since carcinoids often grow very slowly, patients may live as long as ten 
to twenty years after symptoms have developed, and the immediate prognosis 
is not necessarily poor with inoperable carcinoids which have already metas- 
tasized. 
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Discussion 


Dr. Richard A. MacDonald (Boston, Mass.):—Dr. Olson has presented a 
few of the high points of a subject that has captured the attention of 
workers in nearly every field and subdivision of medicine. At the Mallory Insti- 
tute of Pathology, our own interest has been in the morphologic effects of sero- 
tonin. We have given 5-hydroxytryptamine in physiologic doses to animals and 
we have not observed changes in any organs. Using very high doses, however, 
we have attempted to study three lesions. The first is renal cortical necrosis, 
which is readily produced in rats and other animals. The second lesion is peptic 
ulcer. In an earlier study of a large number of humans with carcinoid tumor, 
(Am. J. Med. 21:867, 1956), some of whom had the carcinoid syndrome, we 
noted an unusually frequent association of peptic ulcer, and we hypothesized 
that there might be a causal relationship with serotonin metabolism. This has 
not yet been fully confirmed, although the study of Haverback and Bogdanski 
is of some interest. These workers gave the serotonin precursor, 5-hydroxytrypto- 
phane, to rats, and produced gastric mucosal erosions. The third interesting 
area of morphologic change is the cardiac valvular fibrosis that occurs in 
patients with the carcinoid syndrome. As Dr. Olson brought out, this has not to 
date been experimentally reproduced. In attempting to do so, we have given 
serotonin creatinine sulfate to rats for 353 consecutive days, or approximately 
one year, in doses of 16 mg. per day, subcutaneously, which is a very high dose 
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for the rat. During and at the end of that time, we did not observe peptic ulcer, 
and we did not observe cardiac valvular changes. We did observe renal tubular 
changes affecting chiefly the proximal tubules, but we were very much dis- 
appointed that cardiac lesions, and peptic ulcer, could not be produced. 


My last point of comment deals with future studies in the serotonin field. 
Despite considerable research activity, the primary function of serotonin is not 
yet known. Perhaps, we are overlooking something obvious, but it seems to me 
that an answer to this important question will come not so much from clinical 
investigation as from the work of our colleagues in the basic sciences of pharma- 
cology and physiology. Further, it is hoped that in the future more investiga- 
tions will be done with the serotonin precursor substance 5-hydroxytryptophane 
rather than with serotonin itself. Administration of the precursor has been shown 
to produce high and sustained blood levels of serotonin, and more important, 
to result in high levels of serotonin within various tissues of the body. It is easy 
to speak of working with the precursor substance, but actually there are some 
practical hindrances at the present time. The production of the serotonin pre- 
cursor is a demanding procedure and not many pharmaceutical houses have 
been willing to undertake its production. This is especially true of the natural 
isomer, which is probably the most efficacious form. Judging from the increas- 
ing interest and demand for these substances, it is possible that within a year 
or so adequate quantities of the precursor may become available, and in using 
this substance, we may obtain information about the normal functions and 
actions of serotonin, as well as information concerning its pathologic effects. 


Question:—In the test for serotonin, in your opinion is that positive only 
during an acute episode of the carcinoid syndrome? 


Dr. Thomas E. Olson (Boston, Mass.):—The test for 5-hydroxy indole acetic 
acid in the urine seems to be proportional to the amount of carcinoid tissue in 
the body and therefore it will remain positive once it has become positive. 


Question:—In the test for cancer—I have one patient who had carcinoid 
removed from the small bowel some years ago and has a 5-HIAA test done 
periodically. There has never been any systematic recurrence of the syndrome, 
but she does have a purple color in the urine. I wonder what other changes of 
the false-positive would give that reaction. 


Dr. Olson:—I don’t think I will be able to answer your question satisfac- 
torily although I am not acquainted with any false-positive reactions. This may 
be due to recurrence of the carcinoid. 


Dr. Seymour J. Gray (Boston, Mass.):—I'd like to have Dr. Donaldson pres- 
ent some of our studies and experiences with serotonin. We have been working 
on methods for measuring serotonin itself in tissue by a photofluorometric tech- 
nic. Recently we have also injected the precursor in humans and have studied its 
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metabolism in a number of clinical states. Perhaps Dr. Donaldson, of our group, 
would say a word about this. 


Dr. Robert Donaldson (Boston, Mass.):—We have given 5-hydroxytrypto- 
phane, the serotonin precursor, to ten patients and have gradually increased the 
dosage. At about 50 mg. given intravenously there is a significant increase in 
the excretion of 5-hydroxy indole acetic acid. Doses of 50 mg. of the 5-hydroxy- 
tryptophane produces no symptoms in the patient except occasional mild nausea. 
There are no changes in blood pressure or pulse, and it is apparently true that 
50 mg. given over a period of about an hour is completely innocuous. 


We have also given serotonin precursor to rats. It might be worthwhile to 
comment on experiments in which comparable doses have been given to other 
animals, and changes in gastric secretion have been noted. At the moment we 
find that dosages of 30 mg. per kilogram to rats are terribly toxic. At this dosage 
we have noted convulsions, spastic paralysis of the rear extremities, apparent 
shock, ataxia, and blindness. Under these conditions I do not believe we can 
draw any conclusions as to the significance of the changes in gastric secretion 
following the administration of these dosages of 5-hydroxytryptophane. 


REGIONAL ILEITIS-TWENTY-FIVE YEARS LATER® 


LOUIS ZETZEL, M.D.t 
Boston, Mass. 


In 1932—just 25 years ago—Crohn, Ginzburg and Oppenheimer described 
the clinical course, diagnostic features, treatment and pathology of 14 cases of 
enteritis limited to the terminal ileum’. The earlier literature contained isolated 
reports of cases resembling regional enteritis scattered among a larger group 
involving the intestinal tract and clinically related to a history of trauma, hernia- 
tion or penetrating foreign bodies*. This publication, however, separated from 
this motley collection of nonspecific intestinal granulomas a clinical and perhaps 
pathological entity and was the culmination of a long standing interest in these 
cases at The Mt. Sinai Hospital in New York by Moschowitz and Wilensky and 
later Ginzburg and Oppenheimer*. Since then, the original concepts of the dis- 
ease have been subjected to the scrutiny of accumulated experience, observa- 
tion and investigation. This has resulted in some expansion and revision of its 
anatomical boundaries, pathological features and therapeutic responsiveness. 
There has, however, been very little modification of the fundamental clinical 
picture in the average patient with regional enteritis, as it was first described 
in this classical contribution to the medical literature, a model of clarity and 
thoroughness. 


JEJUNITIS AND ILEOJEJUNITIS 


Two years after Crohn’s report had limited the observed pathologic in- 
volvement of his cases to the terminal ileum, Bargen and others noted similar 
granulomatous disease of the jejunum**. Further reports soon enlarged the 
anatomical confines of the disease to embrace the entire gastrointestinal tract, 
so that the name regional enteritis seemed more appropriate. 


The terminal ileum remains the most frequent and in 80 per cent of cases 
the only site of involvement. An isolated granulomatous process in the jejunum 
is occasionally seen, apart from that involved in the proximal extension of dis- 
ease to the jejunum after successive resections of the ileum. The most frequently 
observed jejunitis, however, is continuous and probably simultaneous with uni- 
versal ileitis. Involvement of both divisions of the small intestine with its con- 
sequent diminished absorptive capacity gives rise to severe constitutional dis- 


*Read before the 22nd Annual Convention of the American College of Gastroenterology, 
Boston, Mass., 21, 22, 23 October 1957. 

tFrom the Gastrointestinal Clinic and the Medical Service, Beth Israel Hospital, and 
the Department of Medicine, Harvard Medical School. 

Clinical associate in medicine, Harvard Medical School; visiting physician and head 
of Gastrointestinal Clinic, Beth Israel Hospital. 
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ability with anemia, prothrombin deficiency, retarded growth and, rarely tetany. 
Localized segmental jejunitis is amenable to surgical treatment—short circuiting 
with or without subsequent resection. In diffuse ileojejunitis, however, the extent 
of the granulomatous process precludes surgical therapy. Conservative treatment 
directed at combatting infection and maintaining nutrition is preferable. 


GRANULOMA OF THE STOMACH AND DUODENUM 


Granulomatous involvement of the stomach and duodenum had been de- 
scribed in 20 cases by 1955*°—as opposed to 80 cases of solitary jejunitis"’. The 
location of the lesion with the predominance of obstruction is responsible for 
the clinical features of gastric retention with nausea, vomiting, and epigastric 
distress aggravated by eating, and consequent malabsorption, hypoproteinemia 
and anemia. When such a process is found in association with ileal disease, the 
resulting picture is a composite of the different areas and functions involved. 
The prevalence of obstruction requires surgical intervention, rather than con- 
servative measures. Unless granulomatous tissue is incorporated in the anasto- 
mosis, gastroenterostomy offers the best result. 


Acute ILErris 


Acute ileitis as a clinical entity represents about 5 per cent of the total cases 
of regional enteritis’. Spontaneous resolution of this phase is occasionally ob- 
served, though most progress to a chronic stage. Such an eventuality was recog- 
nized in the original report'. The ensuing years have permitted formulation of 
certain therapeutic principles in the management of these patients’*. Surgical 
intervention is often necessary to eliminate the possibility of acute appendicitis. 
Once, however, the diagnosis of acute ileitis is suggested by the gross appear- 
ance, and in the absence of complicating features, no further definitive surgical 
treatment is indicated. Spontaneous resolution is frequent enough to warrant 
conservative management after the exploratory laparotomy. Moreover, the risk 
of an external abdominal fistula after an appendectomy is considered by some 
sufficient contraindication to such a procedure’. To be sure, the diagnosis of 
regional ileitis and an evaluation of its phase of activity, whether acute or com- 
pletely healed, when based on gross inspection alone, is not as accurate as when 
the resected specimen is available for histological examination”. 


Of interest is the discrepancy in the reported frequency of regional enteritis 
before and after 1932. Some of this may be explainable on the paucity of autopsy 
material in regional enteritis, except after surgery, as well as to the previous 
tendency to label these cases hyperplastic tuberculosis, mesenteric adenitis and 
acute appendicitis. The description of any new clinical entity soon leads to an 
increased reported incidence. All these factors, however, are insufficient to ex- 
plain the failure, in retrospect, to find in surgical files before 1930 any significant 
amount of what we now recognize as regional enteritis‘*-*. 
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Perianal fistulas and perirectal abscesses were specifically excluded in 
Crohn's original description—in contrast to ulcerative colitis‘. This complication 
has since been recognized as one of the most frequent and characteristic lesions 
of regional enteritis and often precedes the other manifestations'*”, Derived 
from the involved ileum by direct extension or by way of infected crypts of 
Morgagni, their presence not only is strongly suggestive of either regional enter- 
itis or ulcerative colitis, but usually requires some definitive form of surgical 
therapy. 


An important by-product of this renewed interest in the small intestine has 
been a clearer understanding of the roentgenographic variants of this segment, 
thus permitting a closer correlation of its configuration with the clinical and 
pathological stage of the disease and its amenability to therapy’*. The separation 
of these cases in relation to the degree of fibrosis and stenosis on the one hand 
as opposed to the nonstenotic phase with progressive ulceration, edematous 
thickening and spasm, has therapeutic implications. In general, recurrent enter- 
itis is less likely if definitive surgery—either exclusion or resection—is undertaken 
when obstruction is due to thickening and fibrosis as the end stage of healing, 
rather than at a time when ulceration and fistula formation are indications of 
progressive activity. The value and yet limitation of such a correlation is fur- 
nished by the “string sign” of Kantor’, suggested by him to describe the mark- 
edly constricted lumen of terminal ileitis and generally considered to represent 
fixed irreversible damage, even though it was borrowed from a similar term 
picturing the attenuated lumen of a spastic colon. Since it may also be associated 
with ileocecal tuberculosis and sarcoma, it is not pathognomonic of regional 
enteritis. Nor does it always represent a fixed, healed, burnt out process and 
thus amenable to surgery with a minimal risk of recurrence. Like its name- 
sake, this sign may be simulated by the fluctuating spasm and irritability due 
to active ulcerating disease, and surgery undertaken under the mistaken im- 
pression of a chronic, fixed, nonprogressive lesion, is often followed by evidence 
of recurrence. 


The title of Crohn’s first publication is “Regional Ileitis—a Pathologic and 
Clinical Entity”!. This claim is not supported in the body of the paper by any 
specific microscopic details. The giant cells surrounded by large pale cells were 
considered accidental findings rather than essential features. It would seem, 
however, that the constant association of the clinical picture with a character- 
istic rather than pathognomonic gross and microscopic appearance strongly sup- 
ports the propriety of such a term. 


Subsequently, Hadfield described the giant cell systems found in the thick- 
ened submucosa and regional lymph nodes as specific for regional enteritis and 
distinguishable from the foreign body type”. Warren and Sommers attached 
specific pathological significance to proliferating endothelial cells resulting in an 
obliterative lymphangitis with secondary inflammation and fibrosis, at times 
obscuring the primary specific features that gave rise to them”. 
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Aberrant pyloric glands resembling the mucus-producing type of Brunner 
have recently been described throughout the small intestine in many patients 
with regional enteritis”. Until now, they have not been found in the colon nor 
in any other condition of the small intestine. This finding has recently been 
given prognostic value since the incidence of recurrences after resection has 
been statistically related to the presence of these metaplastic glands. No recur- 
rences have been subsequently noted where there were no glands of the Brunner 
type in the resected specimen”. 


ETIOLOGY 


The etiology of regional enteritis is confused and controversial. While it 
resembles an infection in many respects, no specific bacterial or viral agent has 
been isolated. The occasional cases which develop the characteristic features 
of regional enteritis after an epidemic of bacillary dysentery™* furnish no proof 
that any significant percentage is etiologically related to Shigella organisms. 


Certain substances, such as cholesterol, talc and silica, after ingestion, may 
be absorbed from the intestinal lymphatics and give rise to a proliferative cellu- 
lar response with edema, thickening and fibrosis of the small intestine, mesen- 
tery, and adjacent lymph nodes*. 


The unconfirmed experimental production of a thickening of the ileum, 
grossly similar to regional enteritis, by injecting sclerosing substances into the 
mesenteric and serosal lymphatics pointed to the possible primary role of the 
lymphatic tissue in this disease. Such a conclusion is not borne out by clinical 
experience—acute mesenteric lymphadenitis is not associated with any significant 
enteritis, and there is no constant relationship between the degree of intestinal 
and lymphatic involvement. 


Both of these experiments indicate a possible pathogenetic pathway rather 
than proof of what occurs spontaneously in patients with regional enteritis. 


Porcine ileitis in Denmark*’* in spite of earlier promise has been as yet a 
fruitless field of research. No infectious agents have been cultured; the absence 
of giant cell systems distinguish it from the histologic picture of regional ileitis, 
and animal transfer experimentation has been unsuccessful. 


While nonpenetrating abdominal trauma has been clinically observed to 
precede an attack of regional enteritis, statistically such an event as experienced 
and remembered by the patient cannot be an important factor”. 


These examples cited are only a few of the more recent or promising 
theories. A more general grouping would include allergy, infection, anatomic 
variants and psychosomatic relationships. None has gained universal acceptance. 


Studies showing an etiologic relationship between psychological disturb- 
ances and regional enteritis have been based on the general thesis of the effect 
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of the repeated impact of emotional stress on the physivlogic functions of the 
small intestines as well as observed correlation between disturbing aspects of 
the patient’s environment with exacerbations of his disease***', The failure to 
demonstrate a specific or characteristic personality profile and the denial of any 
etiologic relationship between emotions, psychological disturbances and regional 
enteritis*** have been explained on the basis of inadequate and superficial 
examination™. In spite of these opposing views, treatment must be directed to 
the emotional as well as physical needs of the patient. The reassurances of the 
patient's own physician, offering sympathetic care, understanding and support 
are indispensable aspects of any form of therapy—medical or surgical. Special- 
ized psychotherapy is seldom indicated, and, in fact, may be too intensive an 
involvement for the patient. 


THERAPY 


A related problem involves therapy, since this difficulty derives from our 
failure to elicit any specific etiologic agent responsible for the disease. Once the 
clinical entity of regional enteritis is well established, spontaneous resolution is 
extremely rare except in early acute ileitis**. Under these circumstances medical 
management is expectant, symptomatic, and supportive. 


There is nothing in these words to suggest the availability of any curative 


measure. Except for the recent use of ACTH and adrenal corticosteroids, med- 
ical management has changed little in its broad outline; it is aimed at maintain- 
ing nutricion, controlling diarrhea, preventing purulent infections and restoring 
blood levels. The general prescription of a high caloric, low residue diet may 
be modified by the restriction of specific foods on the basis of observed intol- 
erance, or supplemented by fluids, vitamins, and electrolytes given parenterally 
because of increased needs and losses as well as the diminished absorptive 
capacity of the diseased small intestine*. 


Medical therapy in general is indicated in the case of early acute ileitis, 
diffuse ileojejunitis, and recurrent enteritis after surgery. The only major con- 
troversy revolves around the treatment of patients with long standing chronic 
enteritis, but without complications. Should one wait for the disease to burn 
itself out, leaving at the worst a fibrosed stenotic segment amenable to success- 
ful surgery, or does the delay subject the patient to the ever increasing risk of 
complicating fistula, perforation and abscesses**? As with so many situations in 
which nonspecific medical therapy is confronted by the challenge of surgery, 
the correct formula is knowing when one has waited long enough, without being 
too late! 


Enthusiastic claims made for antibiotics have not survived the test of time. 
Occasionally their use has been complicated by a severe pseudomembraneous 
enterocolitis clinically indistinguishable from the underlying disease being 
treated. Their greatest field of usefulness has become limited to the treatment 
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of purulent complications, though on rare and unpredictable occasions, an acute 
febrile phase of the disease has responded to their administration. 


The rationale for the use of ACTH and corticosteroids in this disease was 
based on the apparent similarities between regional enteritis and other condi- 
tions such as arthritis, rheumatic fever and asthma in which these preparations 
had proved effective. The absence, however, of any uniformly successful con- 
servative plan of management was an obvious challenge and stimulus to the use 
of any preparation which might enhance our barren medical armamentarium. 
Any attempt to assess their role in this disease suffers from the paucity of re- 
ports in the literature—in contrast to the recent profusion of such results in 
ulcerative colitis***°. There has been no evidence of dysfunction of the pituitary 
—adrenocortical mechanism which cannot be better explained as secondary to 
the constitutional disturbances of chronic illness with malnutrition, fever and 
wasting. 

From our own experiences they represent the most powerful single group 
of drugs capable of inducing a remission in regional enteritis—though not as 
dramatic or generally effective as in ulcerative colitis***. The gain in mood and 
appetite and consequently in nutrition has encouraged both patient and physi- 
cian in the possibility of improvement. They have been especially valuable in 
the treatment of patients with ileojejunitis and recurrent postoperative enteritis 
where the diffusiveness of the involvement or the repeated discouraging aspect 
of further activity proximal to the new anastomosis makes surgery inadvisable. 
It is not clear whether the inhibiting effect of these preparations on the inflam- 
matory response has had any significant effect in reducing the stenosis, and in- 
cidence of operation for obstruction. Our distinct impression is that patients 
have been maintained on long-term therapy with satisfactory clinical response 
who would otherwise have been assigned to a life of invalidism or subjected to 
the hazard of repeated surgery. As with the use of these drugs in other condi- 
tions, they are not curative and are commonly followed by relapses at varying 
intervals after cessation of treatment. 


The complications of perforation and bleeding from enteritis or peptic ulcer 
do occur though in our experience not as frequently as in rheumatoid arthritis 
or even ulcerative colitis. 


In view of their potential hazard they should not be used indiscriminately 
or as substitutes for more generally accepted measures of treatment. The estab- 
lished indications for surgery—obstruction, perforation, hemorrhage, fistulas and 
a tender intraabdominal mass will not be influenced. Only a condition previ- 
ously considered intractable may have its course favorably modified and re- 
moved for an unpredictable period from the surgical category. 


A better understanding of the mechanism of the patient’s nutritional status 
before and after surgery has led to more specific measures of management and 
consequently better control. 
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The poor nutritional equilibrium of the patient is adversely affected by in- 
adequate intake, increased needs, the excessive loss and catabolism associated 
with diarrhea and fever as well as by the diminished absorptive capacity of the 
small intestine in the presence of disease and a chronic deficiency state. To this 
problem is then added the complication of recurrent or persistent disease after 
surgery. The presence of an actively involved portion of gut is even more im- 
portant in determining the subsequent nutritional state than is the length of 
bowel resected or defunctionalized. The functional integrity of the remaining 
bowel is the deciding factor rather than its linear extent alone. 


Awareness of these various facets of the pathogenesis of nutritional dis- 
turbances in patients with regional enteritis permits a sounder evaluation of 
the efficacy and limitations of all forms of therapy. 


It is apparent that, in these circumstances, medical therapy has assumed its 
primary role by default, not by virtue of its positive and curative attributes but 
because its counterpart, surgery, has even less to offer. 


SURGERY 


Surgical treatment has failed to fulfill its original promise that all who 
survive operation are alive and well—as was the case with 13 of the patients 
in the original report’. The recurrence rate which rose after all types of surgical 
intervention in direct relation to the period of postoperative observation has 
had a dampening effect on the earlier enthusiasm for radical therapy. Enough 
time has elapsed to permit certain generalizations as to the role of surgery in 
the management of this disease. 


The original dictum—“the proper approach to a complete cure is by surgi- 
cal resection of the diseased segment of the small intestine and of the ileo- 
cecal valve with its contiguous cecum”'—is no longer tenable without omitting 
the certainty of cure, the inevitability of resection, or the advisability of any 
surgery in the absence of certain complications. 


No patient should be advised to have an operation merely because the 
diagnosis is established. Surgery is undertaken for palliation and control in 
the presence of obstruction, perforation, uncontrollable hemorrhage, fistulas, a 
large tender abdominal mass and when conservative measures have failed to 
prevent invalidism. 


These indications, thus, represent a complete circle in the history of 
surgical intervention for this disease, since the first specimens available for the 
study of ileitis were obtained during the course of treatment for obvious surgical 
situations—the very ones we now recognize as the complications of regional 
enteritis requiring radical treatment. 
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Surgery is ideally undertaken when the disease is static and healed rather 
than actively progressing in orad fashion. Operation undertaken under the latter 
circumstance may be disastrous. 


In general, once the disease has been clinically recognized, qualitative 
changes in the nature of stenosis and fistula are the signs of progression within 
a relatively fixed segment of involved bowel. The exceptions to this static 
quantitative aspect include those cases of ileojejunitis with rapid mucosal spread 
from involvement of the terminal ileum alone, as well as the extension noted 
as a recurrence, usually within the first year after surgery and proximal to the 
new anastomosis. In some instances, such postoperative “recurrence” is more 
accurately a persistence of the disease incorporated into the new anastomosis 
or left intact proximal to it before one realized the possibility of skip areas of 
involved ileum and jejunum. Even with an awareness of the theoretical possi- 
bility of the multicentric origin of regional enteritis, it may be difficult to rec- 
ognize the residual foci when the bowel is viewed grossly from the serosal 
surface, or histologically in biopsy specimens taken from contiguous bowel. 


When viewed from different perspectives a glass with the same amount of 
water may be half full or half empty. Thus the results of surgical intervention 
are disappointing in terms of cure with a relapse rate of approximately 50 per 
cent. And yet, these same results indicate that in at least 50 per cent of patients 
such treatment is clinically satisfactory. These findings may leave much to be 
be desired when compared with the therapeutic achievements in other diseases. 
With careful selection, however, on whom and when to operate, remission and 
palliation, if not cure, will follow for many. There may be roentgenographic 
evidence of recurrence but this in itself is no more an indication for further 
surgery than is the clinical remission an accurate reflection of the underlying 


histology“. 


A quarter of a century is a long time in the life history of an individual but 
in the study of a disease such a period merits only the designation of a relatively 
recent arrival. Until therapy follows advances in our knowledge of the causative 
agent, it will be necessary to rely on empirical measures. Evaluation of the 
respective roles and limitations of medical and surgical treatment must be 
subjected to frequent critical scrutiny and review in order to avoid the com- 
placency of a pendulum which has stopped swinging or the unwarranted 
pessimism and optimism of one which has swung too far’®?.51.58, 
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Discussion 


Dr. Sheldon C. Sommers (Boston, Mass.):—This is a splendid analysis 
by Dr. Zetzel and follows his review of the subject in The New England Journal 
of Medicine last year. 


To the pathologist, regional ileitis is a rather uncommon disease, partic- 
ularly at autopsy, for it produces disability rather than fatality. The disease, 
although first classically described in 1932, is apparently an old one, since the 
medical historian, Hyman I. Goldstein, traced cases back to Morgagni, in 1761, 
and there is a good case report of a young patient of a delicate disposition who 
at autopsy had his ileum reduced to the diameter of a turkey quill. This was in 
1813. 


The localization in the gastrointestinal tract is quite widespread, as has 
already been pointed out, involving every part except the esophagus. It may 
be restricted to the large intestine, and here we run into a problem of terminol- 
ogy. What is one to call this disease, regional ileitis, or enterocolitis, or cicatriz- 
ing enteritis, or perhaps Crohn’s disease? And if it is pathologically restricted to 


36 
37 
38 
39 
40 
4} 
4 
45) 
46 
4 
48 
4g 
5 
59 
5 


300 THE AMERICAN JOURNAL OF GASTROENTEROLOGY 


the large intestine, it is the same grossly and microscopically as in the 90 per 
cent of cases which occur localized in the ileum. 


The disease described in pigs has also been described in cocker spaniel 
dogs, a rather nervous breed, which might suggest some psychosomatic aspects. 


(Slide) The gross pathology of regional ileitis is that of an elephantiasis of 
the intestine. By that I mean an edematous swelling, due to a blockage of 
lymphatics, with progressive scarring or cicatrization involving the intestinal 
wall, the mesentery and the regional lymph nodes. 


(Slide) This shows the characteristic microscopic appearance to emphasize 
that the entire intestinal wall is involved with chronic granulomatous infiltration. 
The mucosa is shown on the left and it becomes secondarily ulcerated, but this 
is evidently a nonspecific process not associated with the granulomatous lymph- 
angitis that renders this a pathologic entity. In my opinion it is to be distin- 
guished from ordinary ulcerative colitis, which is an exudative disease, with an 
outpouring of leucocytes, no formation of nodular granulomas, and no obvious 
scarring. 


(Slide) This shows the giant cell system described by Hadfield first, and 
these cells sometimes contain calcium deposits. 


Regional ileitis seems to be restricted to three places in the body, the 
intestine, mesentery and lymph nodes, and the liver. These three organs arc 
involved in circulation of the bile, which comes down the intestine, is resorbed 
through the wall, back up through the lymphatics, and back to the liver. The 
bile carries mainly fat, so further investigation of intermediate metabolism of 
fats, of their absorption and metabolism in the liver as well as in the lymph 
nodes of the mesentery and the bowel wall may be of some research value. 


Dr. Leon Ginzburg (New York, N. Y.):--Dr. Zetzel’s presentation this morn- 
ing as well as his review in The New England Journal of Medicine constitute 
the very model of thoroughness, consciseness and lucidity. All I can say is, “Me 
too” and perhaps enlarge slightly upon the surgical aspects of his presentation. 


Those of us who have been performing surgery for regional enteritis since 
the recognition of the disease, must today blush at the brashness of our clarion 
call for surgery at that time. Events have made us much more modest, and from 
the foot of the table, we ask only that it be not forgotten, that surgery still has 
a role in the management of this disease. 


Since recurrence, or perhaps better, extension or progression of the disease, 
exists in between 30 to 60 per cent of the cases operated upon for regional 
enteritis, it would appear wise not to subject any patient who is doing tolerably 
well under medical therapy to any operative procedure. On the other hand this 
conservativism should not be extended to those instances where suppurative or 
obstructive complications have developed. 
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Patients still have to be operated upon for the various complications result- 
ing from perforation, such as large intraabdominal inflammatory masses and 
intra- and retroperitoneal abscesses. The intractable external fistulas which may 
result from the drainage of such suppurative collections can only be treated 
operatively. Certainly, surgical intervention is mandatory in cases of threatened 
or fully developed enterovesicle fistulas. Even though patients may later develop 
evidences of disease at the site of the new anastomosis, many of them will be 
remarkably improved by the eradication of the foci which give rise to acute, 
recurrent and chronic extraintestinal suppuration. 


Surgical therapy will also be necessary in the various forms of obstruction 
which may be encountered in this disease. They may be divided into two differ- 
ent varieties. In the first type the obstruction is due to inflammatory edema 
superimposed upon a segment of chronically diseased bowel. Such edema may 
result either from a sudden access of activity in the basic disease or accompany 
the development of a perforative complication. This type responds readily to 
intestinal intubation. Following such an episode further evidences of obstruc- 
tion may not develop for some time. The second type of obstruction is chronic, 
progressive and associated with actual cicatrization in the intestinal wall. At 
times, an acute exacerbation may be superimposed. Clinically such cicatrization 
appears to be associated with a definite diminution in the activity of the basic 
enteritic disease. The development of new segments of involvement following 
operations in these instances is uncommon. The situation is akin to that observed 
in duodenal ulcer, where the stenotic, fibrotic type of obstruction associated with 
the so-called “burned out” ulcer is relieved by gastrojejunostomy, without the 
danger of the development of jejunal ulcer. 


The topographical distribution of the disease has considerable bearing 
upon the advisability and efficacy of operation. The more distal the lesion, the 
shorter the segment involved, the more successful the operation is likely to be. 
Postoperative prognosis appears to be better in patients with a single lesion 
than when skip areas are involved. Cases of diffuse ileojejunitis are as a rule 
not suitable for operation. In some cases, however, one’s hand is forced, espe- 
cially in those where there appears to be a number of healthy segments in the 
upper jejunum. In an attempt to arrest the steady deterioration of the patient's 
condition, a high exclusion procedure is performed. Whether or not this is 
successful depends upon whether or not disease will develop in these remaining 
jejunal segments following operation. Where the integrity of such upper loops 
of jejunum is maintained, the patients may do very well if they survive the acute 
nutritional crisis which may develop in the immediate postoperative phase. 
Unfortunately there is no way of determining operatively or pathologically 
whether new areas of disease will develop at the site of the ileocolic anasto- 
mosis. Repeatedly we have had the experience of having the pathologist report 
that the resection or exclusion was performed in normal bowel. Nevertheless, 
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disease has manifested itself on the ileal side of the ileocolic anastomosis any- 
where from months to years later. 


No unanimity of opinion exists as to the type of operation best suited for 
the treatment of this disease. More surgeons, however, appear to be adopting 
the viewpoint that ileocolostomy with exclusion has definite merits. We, in the 
Mt. Sinai group, have long been in favor of ileocolostomy, always stressing the 
necessity for simultaneous exclusion. This conclusion was originally reached 
because we were able to evaluate the efficacy of this procedure when it was 
employed as the first step in a two-stage resection. Repeatedly, we found com- 
plete regression of the disease at the second stage, and therefore, decided not 
to proceed uniformly with resection. We continued to employ this procedure 
because in the 1920’s and 1930's, it could be performed with no mortality, where- 
as the mortality in resection was about 20 per cent. Today the average uncom- 
plicated case can probably be managed with an equally low mortality, regard- 
less of whether resection or exclusion is performed. In complicated cases with 
large intramesenteric inflammatory masses and internal or external fistulas, 
exclusion probably still carries a lower mortality and morbidity. 


The most common cause for operative failure is the development of new 
disease on the small intestinal side of the ileocolic anastomosis, in bowel which 
both operatively and histologically appeared to be normal. Here again there is 
a similarity to the treatment of active duodenal ulcer by gastrojejunostomy. As 
long as the ulcer process was active, postoperative ulcer of the jejunum was fre- 
quently encountered. In the same way, juxtaposition of an apparently normal 
segment of small bowel to the colon in the form of an anastomosis, may result 
in the development of granulomatous enteritis as long as the basic disease 
remains active. 


A much less common cause of failure is the appearance of disease proximal 
to the anastomosis in a segment of small intestine. In such instances, the disease 
was probably already present at the site before operation, but remained 
undetected. 


Another cause for failure is the development of some form of colitis post- 
operatively. We now know that primary simultaneous involvement of both ileum 
and colon by a granulomatous inflammation may occur. It also appears that such 
involvement of the colon may develop postoperatively. Such involvement is 
not necessarily at the site of anastomosis, but may appear in other segments of 
the colon. Most of these are of the granulomatous type described by Dr. 
Sommers. We have, however, also observed the appearance of diffuse nongran- 
ulomatous colitis of a type similar to that encountered in primary diffuse ulcera- 
tive colitis. 

I would like very briefly to mention a few observations we have made in 
the last few years. The first of these concerns regional jejunitis. As Dr. Zetzel 
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has pointed out, such manifestations of the disease have been largely stenotic, 
while the perforative complications of the disease are very rare in these proxi- 
mal segments of bowel. A specially interesting group that we have encountered 
are those where multiple obstructions are present due to cicatrization of multiple 
segments of bowel. Loops of relatively normal bowel become obstructed both 
at their proximal and distal ends. This leads to extraordinary dilatation of these 
segments of bowel, with marked deterioration of the patients’ condition. We 
have been emboldened to tackle some of these surgically by relatively extensive 
resections, with at least temporarily good results. 


We have encountered two cases of carcinoma of the jejunum developing in 
segments affected by such enteritic disease. It is interesting to note that we have 
as yet not encountered any such malignant disease in the much more numerous 
instances of distal regional enteritis. 


In conclusion, I would like to say a few words about some of the dangers 
of steroid therapy. We have encountered four instances of perforation, not at 
the site of obviously granulomatous disease, but in relatively slightly involved 
areas. In one of these a large abscess was loculated between loops of bowel 
well proximal to the main segment of disease. In two others, who were admitted 
to the hospital with evidences of well developed peritonitis and ileus, recovery 


followed intestinal intubation and antibiotic therapy. Subsequent exploration 
revealed evidence of previous perforation, again proximal to the main area of 
disease. Finally, a young man developed severe bleeding with passage of bright 
red blood per rectum. This was found to be due to an acute perforation of a 
small intestinal lesion into the sigmoid. Again, there was very little granuloma- 
tous reaction in the small bowel. I might add that all of these patients appeared 
to be suffering from a relatively mild form of the disease prior to the institution 
of steroid therapy. Might it perhaps not be advisable in view of such dangers 
to refrain from administering steroid therapy in cases who are doing tolerably 
well without it? 


EFFECTIVENESS OF DIHYDROXY ALUMINUM AMINOACETATE 
(DAA) IN THE MANAGEMENT OF PEPTIC ULCER, 
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In a previous paper’ we reported our initial experience with dihydroxy 
aluminum aminoacetate (DAA) in the therapy of peptic ulcer and emphasized 
its advantages over aluminum hydroxide. On the basis of in vitro studies we 
demonstrated that DAA reached equilibrium more rapidly than aluminum 
hydroxide and effected a slightly higher rise in the pH. Clinically, DAA was 
found effective for relatively short-term therapy of patients with peptic ulcer, 
the duration of treatment in this study ranging from 4 to 38 weeks. In our 
opinion patients with peptic ulcer are all too frequently undertreated as far as 
the quantity of antacids used and the duration of treatment are concerned. This 
may be one of the main reasons why, although initial therapy for peptic ulcer 
is usually effective, early relapses are frequent, producing chronic peptic ulcers 
which are difficult to manage. 


It is the purpose of this paper 1. to compare the effect of DAA® and alumi- 
num hydroxide in vivo; 2. to report the effectiveness of more prolonged antacid 
therapy in the management of peptic ulcer and the advisability of continuing 
treatment for as long as several years after the patients are asymptomatic. 


METHODS AND MATERIALS 


In vivo antacid effect of DAA and aluminum hydroxide:—The subjects of 
this study were selected patients from the Gastrointestinal Clinic. The criteria 
for selection were based on the results of the 1-hour basal gastric analysis, which 
must show the presence of free acid in each of the four 15-minute basal speci- 
mens and at least 20 clinical units of free hydrochloric acid in one or more 
samples”. 


From the Gastrointestinal Clinic of the Department of Medicine, University of California 
School of Medicine. 

*The DAA used in this study was supplied as Robalate, a product of A. H. Robins Co., 
Richmond, Va. 
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Figs. 1, 2 and 3—These show the effect of varying doses of DAA on the pH of gastric juice 
in vivo. 


305 
ph 
= 
2.0 
1.5 
1.0 
= 
= 
2.5 
20 \ 
1.0 
= 
2.0 
1.5 
1.0 


THE AMERICAN JOURNAL OF GASTROENTEROLOGY 


The drugs were administered as follows: After the basal test 0.5, 1, or 2 gm. 
of DAA or 0.65, 1.3 or 2.6 gm. of aluminum hydroxide was dissolved in 5 ml. 
of water and instilled into the patient’s stomach via the Rehfuss tube already 
in position. The tube was then rinsed with 5 ml. of water. During the next 2 
hours, approximately 5 ml. of gastric contents were withdrawn at 15-minute 
intervals. The pH of these specimens was determined and compared with the 
pH of the 4 basal specimens. 


Clinical effects of DAA in peptic ulcer:—A group of 130 unselected patients 
with peptic ulcer were used for clinical evaluation. This group consisted of 85 
men and 45 women, ranging in age from 20 to 79 years. Ninety-eight of these 
patients had a duodenal ulcer, 22 a gastric ulcer, 8 a jejunal ulcer, and 2 both 
duodenal and gastric ulcers. Most of these patients could be considered to have 
a “chronic peptic ulcer”, since they had persistent symptoms in spite of a variety 
of medical regimens prior to attending our peptic ulcer clinic. Our treatment 
was as follows: patients were given either a Sippy III or IV diet; later, as symp- 
toms subsided they were allowed a bland diet. DAA was administered according 
to the severity and frequency of symptoms. The doses used ranged from 0.5 to 
1 gm. 3 or 4 times daily in less severe cases (25 patients), 0.5 to 1.0 gm. every 
2 hours in moderate cases (88 patients), and 0.5 to 1.0 gm. every hour for 
patients with almost constant gastric distress (17 patients). 


RESULTS 


Comparative in vivo effects of DAA and aluminum hydroxide:—Curves 
showing the average pH of the gastric juice at different dosage levels of DAA 
and aluminum hydroxide are shown in Figures 1 through 6. It can be seen that 
the duration of anacidity was greater after administration of DAA than after 
aluminum hydroxide, especially when the largest dose was used. Two grams of 
DAA resulted in anacidity lasting 45 minutes, while 2.6 gm. of aluminum 
hydroxide maintained anacidity for only 30 minutes. 


Clinical results in the treatment of peptic ulcer:-DAA was administered to 
130 patients for periods ranging from 1 to 36 months as shown below: 


TABLE I 


Number of Patients Length of Therapy 


1-3. months 

4-6 

7-12 
13-24 
25-36 
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Figs. 4, 5 and 6—These show the effect of varying doses of aluminum hydroxide on the pH 
of gastric juice in vivo. 
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The response to treatment was excellent in 60 patients (46.1 per cent) who 
became asymptomatic while under treatment. Forty-six patients (35.4 per cent) 
had only occasional symptoms. Therefore, the results of treatment with DAA 
could be considered good in a total of 81.5 per cent of this group. Ten patients 
(7.7 per cent) continued to have symptoms, although they showed definite im- 
provement, while 14 patients (10.8 per cent) reported no improvement in their 
condition. 


Side-effects were noted by 15 patients (11.5 per cent); 13 reported that the 
drug had a constipating effect and 2 complained of nausea. No side-effects were 
reported by 88.5 per cent of the treated patients. 


COMMENT 


These results indicate that DAA is more effective in the neutralization of 
gastric free hydrochloric acid in vivo than aluminum hydroxide. This effect 
would presumably have been greater if the same dosages had been compared. 
In this study, however, the drugs were compared on the basis of the size of the 
commercially available tablets, which is 0.5 gm. for DAA and 0.65 gm. for 
aluminum hydroxide. 


In no case with the amounts used did anacidity persist for more than 45 
minutes. This indicates that for maximum effective antacid therapy the drugs 
should be taken at least every 45 to 60 minutes. 


When used clinically DAA proved to be an effective antacid for prolonged 
ulcer management. It is well tolerated; 88.5 per cent of the patients were free 
from side-effects. It is of further interest that it was possible for patients to take 
DAA continuously daily for as long as 36 months, even though they were 
asymptomatic. In these patients it was felt justified to continue a moderate 
antacid program prophylactically because their previous history indicated not 
only chronicity but frequent exacerbations. These patients found it more de- 
sirable to take an antacid daily than to risk recurrence. DAA seems to be an 
especially satisfactory drug for long-range therapy because it is pleasant and 
convenient to take. Further studies are continuing on long-range antacid therapy. 


CONCLUSIONS 


1. DAA is more effective in vivo than aluminum hydroxide in neutralizing 
gastric free acidity. Larger doses were found to be more effective than smaller 
doses. In no case did anacidity persist for more than 45 minutes. 


2. Clinically, DAA is effective for the prolonged therapy of peptic ulcer. 
In our series of 130 patients, 81.5 per cent showed excellent to good responses; 
10.7 per cent showed no improvement. 
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3. No side-effects were noted by 88.5 per cent of the patients in this group 
even after long-term therapy. 


REFERENCES 


. Rider, J. A., Gibbs, J. O., Swader, J., van der Reis, L. and Lee, J.: DAA: Its Antacid 
Effect and Use in Peptic Ulcer. Am. J. Digest. Dis. 1:287, 1956. 

. Rider, J. A., Gibbs, J. O., Ranson, W. A. and Swader, J. I: Oral Use of Methscopolamine 
(Pamine) Bromide in the Treatment of Duodenal Ulcer; Effect on Human Gastric 
Secretion. J.A.M.A. 159:1085, (12 Nov.), 1955. 


Gastrointestinal Clinical Conference 


from the Departments of Medicine (Gastroenterology) and Psy- 
chiatry, University of Southern Calfornia School of Medicine, Los 
Angeles, Calif. 


Prepared and Edited under the Direction of 
JOHN M. McMAHON, M.D., F.A.C.G., Bessemer, Ala. and 
ERNEST R. BARNETT, M.D., Los Angeles, Calif. 


Dr. Karem Monsour:*—This patient has been a difficult problem for a long 
time and he needs as much help as we can offer. We will present a brief med- 
ical history and pertinent medical facts before we discuss the problems. He 
exemplifies one of the more perplexing aspects of our present day management 
of the peptic ulcer patient. 


PROTOCOL 


Dr. E. K. Linehan:—This is Mr. H. R. who is a 35-year old white male. He 
comes in with a history of vague abdominal distress for a period of three years. 
His history is only moderately reliable and there are some inconsistencies. He 
was completely asymptomatic until June 1950, when he rather quickly devel- 
oped abdominal distress. This pattern has been consistent throughout his illness. 
The pain comes on gradually over a period of several hours. It is continuous, 
sharp, knife-like and burning in character. It starts in the epigastrium and lower 
mid chest, then passes over to the left side. It is made worse by eating hot, 
spicy foods, and sometimes made better by milk and cream. Anticholinergics 
and antacids are ineffective. Two hours after the pain reaches maximum, he 
vomits four or five times. Only the first episode produced blood. This is a dis- 
puted point because no reliable observer saw the blood and his vomitus after 
entry has always been negative for occult blood. The first attack in June 1952 
lasted for two hours and he was then free of attacks for three months. The sec- 
ond attack lasted five days. 


In August, he started having a series of attacks and then in November 1952, 
was taken to surgery. Vagotomy, pyloroplasty, splenic artery portal pressure 
estimation and an omental node biopsy were done at surgery. A 1 cm. deep 
ulcer was found in the first portion of the duodenum on the posterior-inferior 
wall. The spleen was described as being slightly raised, granular and three times 
normal size. Portal pressure was found to be 20 cm. Omental node biopsy was 
negative. He was then followed in this clinic with recurrent, intermittent symp- 
toms. In 1953, he was scheduled several times for an 80 per cent gastrectomy 
and splenectomy, but each time the operation was cancelled. 


*Instructor in Psychiatry. 
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In August 1953, a Hollander test was done and it was found that the secre- 
tory nerves to the stomach were intact. Vagotomy must not have been complete. 
Uropepsin done the month before was 20 units; the normal is 15 to 47 units. 


In reviewing his history, he denies drinking, but he was raised in an ortho- 
dox family and had drunk a considerable amount of wine which may or may not 
explain his cirrhotic condition. 


On physical examination the patient was a well developed, well nourished 
white male appearing chronically ill. Blood pressure was normal; pulse normal. 
The eyes showed a questionable nystagmus, the right palpebral fissure was 
narrow, but there was no ptosis. In the abdomen there was moderate tenderness, 
a midline scar as a result of the surgery, and a right lower quadrant appendec- 
tomy scar. The neurological examination was essentially negative except that 
the right leg was about one-half inch shorter than the left and he walked with 
a noticeable limp. 


Dr. Jacob Lichsteint:—The following is a summary of the available roent- 
genologic information: 


In November 1952, before the operation, an upper gastrointestinal x-ray 
series showed a normal esophagus and stomach except that on fluoroscopy there 


was some tenderness in the antral area. It was difficult to get the barium into 
the bulb which was tender and irritable. On subsequent films an ulcer niche 
was demonstrated in the base of the duodenal bulb. The conclusion was reached 
that a persistent duodenal ulcer was present. 


Dr. Linehan, would you please develop the gastrointestinal history for us in 
somewhat fuller detail? This appears, it seems to me, to be critical to the com- 
plete diagnosis, and to more informed management. For example, did he have 
disturbed bowel function, since a fair percentage of ulcer cases have spastic 
bowel symptoms? 


Dr. Linehan:—He always denied having other symptoms until closely ques- 
tioned about his attacks. He did have bouts of diarrhea. About the time of the 
onset of these attacks he was seen in the Medical Clinic complaining of two to 
three bowel movements a day. Stool examinations were negative. During each 
visit to the clinic in the past few months he has mentioned frequency of stools, 
but has had no discomfort in the abdomen. He seems to judge his progress by 
the number of stools he is having, and appears preoccupied with this function. 
No sigmoidoscopic examination or barium enema has been done. 


Dr. Lichstein:—-These should be done for completeness of this study. Dr. 
Monsour, could you tell us your findings as a result of your interviews? 


tAssistant Professor of Clinical Medicine. 
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Dr. Monsour:—From the psychiatric standpoint, this patient has been in- 
formative. Our initial contact was on the ward. When we first saw him, he gave 
his history as if it had been recorded on a phonograph. 


The family history revealed that his mother had been the disciplinarian in 
the family. He has felt kindly toward his father and writes him occasionally. 
There are two older sisters. His relationship with them is casual. An older sister 
died of rheumatic fever at 27 years of age. During his first marriage, his wife 
and three and one-half year old child both died of pneumonia. Immediately 
after this he left New York, came to the Los Angeles area and soon married 
again. His present wife is 34 years old. He has a brother, aged 33, whom he 
describes as a nervous individual. There has been some rivalry between them 
in the family group. 


He denied any emotional factors by saying he never worried about any- 
thing and was not upset at any time during his troubles. Our impression at that 
time was that of a man who would not show much aggressive behavior. He 
seemed resigned to his fate in the hospital on the basis of his chronic medical 
problems. He protested that it was difficult for him to live under these condi- 
tions, but there was no conviction in his voice. It was as if he had become ac- 
customed to complaining in a monotonous ritualistic way. He was dismissed 
from the hospital and later seen in the Gastrointestinal Clinic. Our conclusions 
are based on clinical observations during the time we have seen him in the 
clinic. 


His affect was flat and he invariably answered questions in a way that led 
back to his organic complaints. There was an intense concentration on reiterat- 
ing his stomach pains and the number of times he had vomited. He showed no 
indication that he was interested in discussing anything else. We had the im- 
pression that he would not talk of anything else unless he was told we were 
not interested in his medical problems. This tremendous somatic preoccupation 
which he has shown continuously seems to indicate a great investment in his 
physical being. His inability to get beyond himself and his medical complaints 
is one of the most rigid somatic preoccupations I have seen in any patient. It 
seems to indicate that whatever interest he has available to expend, is expended 
on himself. He is unable to project any feeling to other people. This type of 
behavior suggests the patient is a highly narcissistic type of person, which is 
to say his emotional investment is entirely within himself. This tremendous 
interest in physical matters, which can be seen in a hypochondriacal patient 
may be of psychotic proportions at times. In other patients, this may be ex- 
pressed as vanity or in a kind of personal relationship without any real interest 
in the other person, a shallow sort of personal attachment. This kind of narcis- 
sistic person usually has a tremendous need for attention to be paid to himself 
and his body. This often accounts for the use of medical complaints in such a 
persistent way. It is always an interminable process. I am going into this detail 
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because when that kind of behavior is seen clinically, there is usually a poor 
prognosis. There is a very poor chance of change in such behavior. It derives 
from an early period in infancy and is the type of personality seen in preschizoid 
persons and severe hypochondrial states. 


The other information we have about him has to do with his dominating 
mother. This is something we hear so frequently, because it is so easy to say, 
“The patient had a dominating mother and a passive father” and vice versa. 
Actually, in this case, the mother does seem to be the fulcrum around which 
the family rotated. We cannot understand his leaving New York where he lived 
all his life when his first wife and child died. We have a feeling that this repre- 
sented flight away from a situation to which he could not reconcile himself. 
When the topic of his previous wife and family was mentioned he immediately 
became tearful. The subject was dropped because it appeared that he wasn't 
capable of handling the material that lay behind it. The death of his wife prob- 
ably had initiated a grief reaction to which he responded not by grieving, but 
by running away. It meant that this was the only way he could handle the emo- 
tions involved. What he was escaping from here was a severe depression. It 
appears to us that he is being protected from that depression by his continued 
illness. The physical illness protects him from the psychological symptoms. I 
would suspect, and we have some information to support this, that when he is 
discharged from the hospital, and in a sense rejected, he becomes more de- 
pressed. When he is readmitted he becomes more cheerful. 


His symptoms are an expression of his dependent relationship to his envi- 
ronment at this time. This dependency seems so fixed that we wonder if it will 
ever change. That is demonstrated by his total “giving up”. He no longer has a 
desire to earn his own living and he resents any implication that he should do 
so. This is shown by his relationship to the Social Service Department. He gets 
extra allowance for a special diet. His usual complaints are that he didn’t get 
his allowance for special food this month or his check didn’t come on time so 
he could pay his rent. His feeling at this time is that the Welfare Department 
has an obligation to him. He has gone beyond the point where he feels this is 
a temporary arrangement to tide him over a difficult situation. He now feels it 
is due him, and he is quite hostile about it. Our impression is that he has so 
relaxed his efforts to make his way in life that he has lapsed into permanent 
“municipal dependency”. The other thing, clinically, is a kind of addiction to 
the hospital. He has entered and left the hospital with a rapidity without paral- 
lel in my experience. He has been in and out nine times in the past four months. 
Our experience has been that his symptoms become worse when the question 
of his leaving the hospital is brought up. An interesting incident occurred a 
week ago when the National Board examination took place on the wards. The 
patient was to be a test case and moved to another ward, but was sent back to 
his original ward as unsuitable. The patient felt this was a rejection and had a 
severe exacerbation of symptoms with vomiting, severe upper abdominal pain 
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which required treatment similar to that on admission to the hospital. He ulti- 
mately developed a marked dependency relationship to a resident physician on 
the service who at the present time is quite depressed about the matter. The 
patient apparently comes to the hospital when he knows this resident is on duty. 
It has gone beyond the point of coincidence, and seems to be a case of marked 
dependence on this particular doctor. The relationship is not a friendly one, 
but is based on ambivalence, since the resident has threatened him with surgery 
so many times that the relationship is one of defiance rather than a_ positive 
friendly one. Another difficult situation for the patient to grasp is the repeated 
surgical threats to which he has been exposed, even to the extent that he has 
been prepared for surgery in the evening and then the operation has been can- 
celled in the morning. In the last three admissions to the hospital this has been 
the case. The house staff would awaken to the fact that the patient, now a 
“hospital invalid”, might become a permanent invalid if surgery were performed. 
There has been, however, some persistent pressure to operate. This is a factor 
we would like to have you give us some help on. There has been some question 
whether he deserves the operation or whether we are withholding a valuable 
form of treatment from him because of our feeling about the emotional factors 
in this case. 


I think we must not underemphasize the hospital addiction, which is the 
biggest problem at this time. How is one to handle the patient who insists on 
hospitalization, not directly by saying “I insist on hospitalization” but indirectly, 
by presenting the doctor with a severe group of symptoms of an emergency 
nature? On several admissions, his determination to enter the hospital has been 
so strong he has fainted in the admitting room. He has vomited violently in 
order to gain admission. This unhappy state of affairs has been brought about 
by the people on the service who cannot handle this problem in its emotional 
aspects, but reject the patient each time he appears and in this way, intensify 
the hostility. 


Dr. Lichstein:—Has he expressed his attitude to the contemplated subtotal 
gastrectomy? 


Dr. Monsour:—When we originally saw him, he insisted that he did not 
want surgery. When the house staff suggested he should be operated on, he 
then resigned himself and said that he wanted an operation. This chameleon- 
like behavior is another indication, from an emotional standpoint, that the 
patient’s hostile-dependency is very strong. I do not like to use this term hostile- 
dependent, for it does not give too clear an idea of what we mean. The term 
implies that the relationship is a highly ambivalent one. Dependency does not 
necessarily mean compliance nor agreeability. It is, or can be, a powerful meth- 
od for maneuvering whomever is in authority by saying “I will do what you ask 
if you will take care of me, even if you punish me for it by whatever attack you 
contemplate”. This sort of mechanism actually springs from guilt which covers 
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earlier hostile relationships, usually with the mother. The other bit of psychi- 
atric information I would like to give before I ask your opinions, is that at first 
we found no environmental factors or stress influences that might affect his 
behavior. He confessed, on his second visit, however, that he had been involved 
in a robbery. We wondered why he told us at this time. A month prior to his 
operation he had stolen a check from his landlord’s mail box, cashed it, and 
bought groceries, presumably because he was destitute. He had kept this a 
secret, but had surgery not more than two weeks after this episode. He kept 
this information secret until two months ago, when he was back in jail for trial. 
He had managed, by sending the indictment papers to his parents who had not 
believed him, to get them to send him money to repay the money he had stolen. 
The case was dismissed. The relationship of the guilt over his first criminal act, 
to his stomach condition is not clear. Unfortunately, his confession of this prob- 
lem has not seemed to alleviate his symptoms. I do not know how to deal with 
this sort of thing, clinically, to determine the effect of such a confession. In 
asthmatic patients who have the same type of basic personality problem as 
ulcer patients from the standpoint of an early dependent relation with their 
mothers, confession plays a very important part in their asthmatic symptoma- 
tology. The confession of early guilt feelings, including those which most people 
feel most guilty about, namely sexual activities, often have a marked ameliorat- 
ing effect on asthmatic symptomatology. Early studies on asthmatics showed 
hostile impulses play a most significant part. In this patient there appeared to 
be no particular beneficial effect from this confession. As he told the story, we 
had the impression that he was saying, “I have been a bad boy and I hope as 
a result of this you will not send me away”. This is a literal way of putting what 
he seemed to feel at the time—“do not send me away, no matter how bad I have 
been”. It is interesting to know that the next week, following his confession, he 
brought in a stool specimen. I do not want to make too much of this, because 
it would involve considerable discussion about the importance of stools psycho- 
logically. The patient, however, had not been asked to bring the stool specimen. 
There had been no admonition to watch his stools, yet he spontaneously pre- 
sented this specimen in order to force attention to his physical processes. It is 
my impression that after the confession of the previous week he had a feeling 
of unworthiness and he brought the stool specimen in an attempt to gain favor 
again. The reason I say this is because it has been learned that stools are en- 
dowed with a certain amount of psychological significance as gifts. A child feels 
that he is asked to deposit a stool in a certain place for the benefit of the parent. 
The child doesn’t particularly care where he puts the stool, hence, the stool 
becomes a symbol of doing something for somebody else’s pleasure. I'm sure 
you have heard this before, but in this instance it seems to be a good illustra- 
tion of what took place. 


Another matter to discuss is the patient's uncanny ability to antagonize 
everyone on the ward; nurses, other patients, residents, interns and house staff. 
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His ability is so uncanny that I have yet to find anyone who is kindly disposed 
toward him. When you see patients of this kind and begin to feel resentful, you 
realize the patient is not as compliant and passive as he seems, but is imparting 
a considerable hostility, in one form or another. This patient is extremely adept 
at that. The significant feature is that his vomiting represents an angry rejection 
of any help. This has happened with enough repetitiousness to indicate that the 
vomiting represents a hostile attack on the people who are trying to help him 
and is a hostile and vengeful rejection of the medical care. These are antago- 
nistic gestures toward those who are helping him and represents the hostile part 
of the ambivalent relationship with the staff. 


I bring this up because it is a common clinical problem. Vomiting often 
represents this conflict. It is an important thing to keep in mind when seeing 
patients who vomit without any apparent reason and who vomit their medica- 
tion, yet very calmly let you know they have done so and expect you to imme- 
diately feel that you not only have not helped them but have worsened their 
condition. This is calculated to engender guilt in the medical personnel. It is 
also an expression of hostility toward you in spite of your presumably helpful 
attitude. You have to absorb a certain amount of that type of hostility in every 
patient who appears to be compliant and appreciative of what you have done. 
They express the hostility only in an indirect fashion. It has to come out some- 
where and when you feel the patient is kindly disposed, look around for where 
the other component is appearing. 


I would like your impressions of how you would deal with this patient if 
conditions were more ideal than here at the County Hospital. After that we 
will reconcile ourselves to reality. 


Dr. Lichstein:—Thank you very much Dr. Monsour and Dr. Linehan. 


I can’t express my appreciation enough for your having presented this case 
in such an intensively personal and comprehensive manner. It is a problem we 
face frequently and I was very intrigued by your development of the story. It 
is a problem very close to the heart of the gastroenterologist and clinician and 
is one about which we have thought a great deal. I think it is all for the good 
that we explore cases of this kind in this fashion. If these cases were managed 
in depth, as it were, instead of concentrating superficially upon the niche or 
crater, the hope for the future in helping patients like this would be much 
greater. We need more and more expositions of this type. 


I would like to make some comment and present some questions. Here is 
a patient in whom a diagnosis of ulcer is made and here is a patient on whom 
additional surgery is being contemplated. He also has symptoms which we have 
said are due to an irritable or spastic colon. Here then is a patient with both a 
duodenal ulcer and an irritable colon syndrome. As a clinician I would ask 
myself the question: Which is of predominant importance here, the ulcer or the 
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irritable colon syndrome? I would be very inclined to feel, on the basis of evi- 
dence presented here, that the ulcer at the moment is definitely of secondary 
importance. The diarrhea, the preoccupation with abdominal complaints, his 
vomiting, his obsession with diet and with his stools; all of these point to the 
fact that our equal concern should be with irritable colon syndrome and as a 
corollary his inappropriate emotional reaction to stress, of which these symp- 
toms are an expression. The stress may be the end result of the pressure of the 
environment and the ability and equipment of the individual to handle these 
stressors. I am speaking purely as a gastroenterologist, not as a psychiatrist. But 
I think we should make this point clear, that we have an individual who should 
be looked upon as a problem, primarily, not as an ulcer, but of somatic com- 
plaints referrable to the gastrointestinal system as a whole. And that brings me 
to the second point of consideration. It has been my experience, that when we 
are fortunate to get acquainted with a patient of this type as well and as thor- 
oughly as we have been given an opportunity to know him this morning, we 
then can understand that another surgical attack would only compound the 
errors that have been made in handling patients of this kind in the past. We, 
as gastroenterologists, would like to have some measuring device by which we 
can prognosticate the fate of subtotal gastrectomized patients; which patients 
become dumping syndrome problems, which patients have excellent results 
from surgical procedures for peptic ulcer. It has been my experience that 
patients of this type, who present symptoms of this kind, with obviously inade- 
quate emotional reservoirs, do poorly with subtotal gastrectomy. We clinicians, 
who have patients of this type for years after surgery, feel that psychiatrists can 
help us a great deal in this regard. Many surgeons are beginning to concur with 
this point of view, that every patient considered for subtotal gastrectomy should 
be given the opportunity preoperatively of psychiatric evaluation. We would 
very much like to have some yardstick prior to operation which would give us 
an indication of how effective surgery would be. 


In this case, Dr. Monsour, as to the question of how much we could help 
you with this point, I feel quite strongly that the operation here would not only 
be of no value, but would create a psychiatric and possibly a surgical invalid 
for many years to come. I have in mind three cases of this kind that I have been 
following for four or five years. Each individual fits into this same category and 
they all have had subtotal gastrectomies with poor results. 


Another point that might be brought up concerns hospital addiction. How 
can we solve the problem of having repeated admissions in cases like this? | 
think it resolves itself into a compromise. If we deprive these patients of the 
support that a hospital admission gives them, a support which is of a temporary 
nature, what can we substitute for it? If we deprive them of these temporary 
expedients, is it likely they would turn to more overt deviations from the norm? 
Would they become true psychotics? Would they become confirmed criminals? 
Which is preferable, a hospital or a jail? I am putting that question up for dis- 
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cussion. I think a hospital stands as a symbol of support, of emotional suste- 
nance, of love, shall we say. I think that if we deprive these individuals of this 
support, we would have to substitute something of a more satisfactory nature. 
At the present moment, I think we must be content with this. 


I have in mind a patient who has had a perforated gallbladder with chole- 
cystectomy, evidence of duodenal ulcer by x-ray, coronary insufficiency, varicose 
veins, hypothyroidism and hypertrophic gastritis as seen by gastroscope. She 
states that she has vomited blood and has had at least 20 admissions to the 
hospital and does not suffer from any one of these when she is in the 
hospital. She suffers from need for attention. Her spells come periodically. I 
have gotten to know her over the years at these times and during these spells 
she is found at a bar, drinking beer, and at the depth of her depression, she 
goes to a phone booth and calls two people, a preacher and a doctor. And there 
have been times when I arrived before the preacher and there have been times 
when we both arrived simultaneously. The resident in the admission ward here 
has admitted her time and again on the basis of a history of hematuria or hema- 
temesis, or melena or a sudden attack that simulates myocardial infarction, or 
what have you, but I know better. She suffers from none of these, she suffers 
from an emotional distress which drives her to the kind of unfortunate behavior 
I have described. She requires sympathy, yet needs firmness. She needs under- 


standing, yet demands indulgence. In short, she calls upon all the resources of 
the physician to cope with her emotional processes and their untoward effects 
on her physical health. 


A consideration of the facets of this case suggests that we reorientate our 
present concept of peptic ulcer disease. It calls for an attitude favoring the com- 
bined contributions of the internist and psychiatrist as well as the biochemist, 
the neurophysiologist, the behavioral scientist and the surgeon, as well as pos- 
sibly the geneticist and those versed in constitutional factors. 


ADDENDA 


November 1957:—Emphasis on not limiting our clinical focus on the crater 
in the duodenum has recently been made by Palmer', “The crater comes and 
goes, not as an indication of disease, but in response to the disease. . . . There 
is still no test for the whole organism other than the history”. 


Our attempts at finding that patients with known ulcers have certain per- 
sonality characteristics have not been very successful. But recently there has been 
a report? by Mirsky and associates, in which individuals with postulated psycho- 
logic characteristics of the potential ulcer patient have been identified as hyper- 
secretors and ulcer patients. In this study there appeared to be a significant 
correlation between psychologic variables (utilizing a battery of psychologic 
tests) and physiologic variables (serum pepsinogen levels ). 
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My own abiding feeling is that beyond and behind these interrelated fac- 
tors and even with our more informed awareness of the wider implications of 
the ulcer problem, there still remains an “X” factor for whose dimensional quali- 
ties we have as yet no adequate tool of measurement. 
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President 5 Message 


CONGRESS IN GASTROENTEROLOGY 


Recent Russian advances with space sat- 
ellites have widened our acceptance and 
understanding of basic research and the ne- 
cessity for the exchange and pooling of 
knowledge on a world-wide basis. It is of 

interest, however, that in 1905 Osler was admonishing “The true student 
is a citizen of the world, the allegiance of whose soul, at any rate, is 
too precious to be restricted to a single country. The great minds, the 
great works, transcend all limitations of time, of language and of race 

—. I care not in what subject he may work the full knowledge cannot 
be reached without drawing on supplies from lands other than his own— 
French, English, German, American, Japanese, Russian, Italian—there 
must be no discrimination by the loyal student. . . .” 


Therefore it seems most fitting that during this International Geo- 
physical Year a World Congress in Gastroenterology is to be held. The 
program planned for this Congress, which will convene at the Sheraton- 
Park Hotel, Washington, D.C. from 25 to 31 May 1958, is not simply a 
repetition of a standard annual meeting but will dwell on the broad 
subjects of peptic ulcer, intestinal infections and infestations, mal- 
absorption, nutrition and its effects upon the liver and pancreas and 
gastric carcinoma from an epidemiological point of view. Speakers, 
selected because of their especially wide knowledge of these subjects 
have been invited from 43 countries. This is probably the first time that 
such a broad perspective of the field of gastroenterology has been made 
so conveniently available. Numerous other subjects will be presented by 
individuals from this country and abroad at special meetings of the 
American Gastroscopic Society, the Gastroenterological Research Group 
and the American Association for the Study of Liver Diseases. 


Everyone interested in gastroenterology should make an effort to 
attend this Congress. 


| 

/ | 

¢ 

| 


ABSTRACTS FOR GASTROENTEROLOGISTS 


ABSTRACT STAFF 
Josern R. Van Dyne, Chairman 


BERNARD J. FICARRA 
NORMAN FREUND 

V. J. GALANTE 
SAMUEL M. GILBERT 
Jutes D. Gorpon 

D. P. Hatt 

SAMUEL L, IMMERMAN 
Hans J. Josera 


Ase ALPER 

L. K. 
ARNOLD L. BERGER 
ABRAHAM BERNSTEIN 
A. J. BRENNER 

J. Epwarp Brown 
WaLtTerR CANE 

Joun E. Cox 


Louts K. MoRGANSTEIN 
HetmMutH NATHAN 
Jacos A. Riese 

Louis A. RosENBLUM 
S. Rost 

Saut A. SCHWARTZ 
ARNOLD STANTON 
STANLEY STARK 


Cart J. DePrizio 
Invin DEvuTscH 
Kermit Dworkx 
B. E1icHHORN 
I. H. 

Hertz B. EIsENsTapt 
Ezra J. Epstein 
BERNARD FARFEL 


Joun M. McMaHon 
HERMAN MILLER 
ZacH R. MorGcAN 


BERNARD STERN 
ANTHONY M. SusiNNO 
CHESTER S. SvIGALs 
Paut B. Van Dyke 
Rosert E. VERDON 
Josern E. WALTHER 
REGINALD B. WEILER 
ALEXANDER ZABIN 


GASTROINTESTINAL TRACT 


TUMOR IMPLANTATION AT PARACENTESIS SITES: L. Kraeer Ferguson and 
Margaret H. Edwards. A.M.A. Arch., Int. Med. 99:307, 1957. 


It has been noted for some time that 
cancer cells injected or carried by the sur- 
~ hand into new areas of the human 

will survive and metastasize. There- 
fore it is not surprising = metas- 
tases may a at sites 0 centeses. 
Three primary of the 
ovary and carcinomatous ascites were 


tapped. They developed tumor-nodules of 


3-6 cm. diameter within 6 to 17 days at 
the site of the abdominal puncture. In one 
patient the tap was dry, probably because 
the instrument was inserted into the pri- 
mary tumor mass. In another case a large 
amount of fluid was removed but it did 
not contain any tumor cells. 


H. B. E1sENsTapt 


BRIEF RECORDING: PROCLORPERAZINE FOR THE TREATMENT OF NAUSEA 
AND VOMITING IN PATIENTS WITH ADVANCED CANCER AND OTHER 
CHRONIC DISEASES: G. Smithy and F. Homburger. New England J. Med. 256:27 


(3 Jan.), 1957. 


In this brief — the authors report 


on the results in combatting nausea and 
vomiting with a new drug—Compazine. 
Forty unselected patients were tested, 36 
suffering from advanced carcinoma and 4 
from other chronic diseases. 
From 30 to 80 mg. of the drug was ad- 
ministered daily in divided doses. 
Thirty-four cases were considerably im- 


proved. In 5 cases the vomiting, and in 1 
case the nausea did persist. 

Side-effects noted were dryness of the 
mouth in 20 per cent and drowsiness in 
42.5 per cent of the patients. 

The authors consider the drug a valuable 
asset in combating nausea and vomiting in 
severely ill patients. 

Hans J. 


Artuur L. KasLow 

Ernest LEHMAN 

LIONEL MARKS 

Paut MATLIN 
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ESOPHAGUS 


WHAT IS CARDIOSPASM?: Philip Kramer. Am. J. Digest. Dis., 2:1 (Jan.), 1957. 


The article discusses the postulate by 
von Mikulicz who thought that there was 
a spasmodic contraction of the cardiac 
sphincter or cardiospasm. Mecholyl—when 
given by intramuscular injection of 1.5- 
10.0 mg.—caused marked contraction of 
the esophagus. 

One might summarize this by stating 

t it is a neuromuscular disease of the 
esophagus and unproven etiology. 

A tapered narrowing in the distal 2-4 


cm. of the esophagus has proven character- 
istic, which persists during and after swal- 
lowing. 

There is abnormal peristaltic activity, 
impaired propulsion, decrease in tone of 
lower % to % of the body of the esophagus 
proximal to the narrowed area. 

There is hypersensitivity of the lower % 
to % of the esophagus to cholinergic agents. 


I, H. Exnsew 


CARDIOSPASM OR CARCINOMA?: Richard H. Marshak and Joan Eliasoph. Am. J. 


Digest. Dis., 2:11 (Jan.), 1957. 


It is a well-known fact that cancer of 
the fundus of the stomach may extend into 
the esophagus, thus causing a deformity of 
the lower end of the pom, Satin Thus the 
differential diagnosis of carcinoma or car- 
diac spasm is very difficult to make. 

This article gives a large number of 
x-ray plates showing how a differential 
diagnosis can be made. 

In conclusion the author states that a 
mass in the fundus of the stomach, an 
eccentric esophageal lumen, and alterations 


in the position and contours of the esopha- 
gogastric region are the significant points 
to be noted in differentiating the two le- 
sions. 

Naturally if the patient is esophago- 
scoped and a positive diagnosis is made 
then the correct conclusion is drawn. It is 
imperative that accurate x-ray be per- 
formed with goscopy and the cor- 
rect diagnosis is made in almost every 
case. 


I. H. 


ESOPHAGEAL HIATUS HERNIA: Julian M. Guidot, Hugh F. Kerrin and I. Donald 
Fagin. J. Michigan M. Soc., 56:200 (Feb.), 1957. 


Two hundred and twenty-four cases of 
hiatus hernia were studied with reference 
to age and sex incidence, and the incidence 
of associated lesions of the gastrointestinal 
tract. 


Of the group, 53 patients had symptoms 
e 


referrable to hiatus hernia, and surgical 
repair was done in eleven of them for va- 
rious reasons. In most cases of hiatus 


hernia, medical management is successful. 
The accepted medical management con- 
sists of smaller, more frequent meals, ele- 
vation of the head of the bed, weight re- 
duction where indicated, antacids and anti- 
for symptomatic relief, seda- 
tion, and elimination of smoking and other 
irritant factors when necessary. 
ArnoLp L, BERGER 


PHRENICOTOMY FOR ESOPHAGEAL HIATUS HERNIA: Emerson H. Drake. New 


England J. Med., 256:487 (14 Mar.), 1957. 


Safer anesthesia and better surgical tech- 
nic has made the surgical repair of sympto- 
matic esophageal hiatus hernia, whether of 
so-called short esophagus or of paraeso- 
phageal the treatment of choice in 
esophag iatus hernia. This paper evalu- 
ates a simple surgical procedure of induced 


ysis of the left leaf of the diaphragm 
y interruption of the left phrenic nerve. 
This may be performed under local anes- 
thesia with practically no operative risk, 
and may be temporary or permanent. 


I. H. 
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SPONTANEOUS RUPTURE OF THE ESOPHAGUS: Bruce C. Paton. Scottish M. J., 


2:97 (Mar.), 1957. 


The author enters into a very thorough 
discussion of spontaneous rupture of 
esophagus. 

Even before physical chest signs have 
been detected, the x-ray may show air or 
fluid in the pleural cavity, mediastinal em- 
physema, or mediastinal widening. The 
x-ray should be taken in the upright posi- 
tion. Mediastinal emphysema may, of 
course, occur from spontaneous pneumo- 
thorax. If it is due to a ruptured duodenal 
ulcer, there will also be air underneath the 
diaphragm. Even if the patient is seriously 
ill, one should administer 10 to 20 c.c. 
of iodized oil to see if it escapes from the 
esophagus into the mediastinum or pleural 
cavity. 

The electrocardiogram may show tachy- 
cardia; flattening or inversion of T-waves, 


and conduction defects. Follow-w 
cardiograms are necessary and 
discrepancy between the 

tion of the patient and the comparatively 
minor changes in the EKG. 

Operation is the only form of treatment, 
and the prognosis is best if it is performed 
within 24 hours. Aspiration of the leural 
cavity gives symptomatic relief. Early clo- 
sure and intercostal drainage of the pleura 
is the most desirable method of treatment 
when possible. If the period before which 
oral feeding becomes possible is likely to 
be prolonged, jejunostomy is sometimes ad- 
visable. When an empyema has developed, 
closed thoracotomy with intercostal drain- 
age may be effective. 


SaMuEL L. ImMERMAN 


STOMACH 


EXFOLIATIVE CYTOLOGY AS AN AID IN THE DIFFERENTIAL DIAGNOSIS OF 
GASTRIC LESIONS DISCOVERED ROENTGENOLOGICALLY: Cyrus E. Rubin 
and James F. Nelson. Am. J. Roentgenol. 77:9 (Jan.), 1957. 


The authors have done extensive work 
in the field of exfoliative cytology of the 
stomach. They find this procedure very use- 
ful in differentiating benign from malig- 
nant gastric ulcer and in distinguishing 
heavy folds from infiltrative cancer. Ex- 
foliative cytology may help establish the 
cause of a narrowed antrum. Isolated gas- 
tric lymphomas may be definitely diag- 
nosed prior to operation or radiation ther- 


apy. The cytologic method has a definite 
pi in the diagnosis of fundal lesions. 
All patients with pernicious anemia should 
have annual gastroscopic 
and exfoliative cytologic studies of their 
gastrointestinal tract. These studies may 
uncover premalignant apolves and curable 
gastric carcinomas. roentgenograms 
are very instructive. 
Franz J. Lust 


THE THERAPEUTIC TRIAL IN THE EVALUATION OF GASTRIC ULCER: Morton 
Sass and Joseph L. Bilton: Am. Pract. & Digest Treat. 8:83 (Jan.), 1957. 


A statistical analysis of 62 radiologically 
positive gastric ulcers of short history is 
presented. In this group, surgical treatment 
was necessary in 12 cases, or 19.4 cent. 
In only 5 cases, or 8 per cent, of the 62 
cases of gastric ulcer was the lesion found 
to be malignant. A method of handling the 
“heretofore” confused problem of gastric 
ulcer is presented. The importance and 


significance of adequate therapy, includi 
during the night, is 


The advantage of unrestricted diet is 
advanced. The authors state that in no 
case was a malignant lesion of the stomach 
overlooked. They further claim that definite 
criteria for the need of operation in gastric 
ulcer are established. 

CuesTERr S. SvicaLs 


A FOLLOW-UP ON PEPTIC ULCERS: B. M. Wheeler. Camad. M. A. J. 76:114 
(15 Jan.), 1957. 


The authors present a follow-up study 
on peptic ulcer treated both medically and 


surgically. A questionnaire sent to 414 pa- 
tients in the series revealed: 324 males and 
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90 females of which 43 were gastric and 
337 duodenal ulcers, 18 malignancies of 
the stomach and the remaining few with 
miscellaneous lesions. Facts ascertained in 
the main were as follows: 1. All three con- 
ditions occur predominantly in the male. 
2. There is a definite percentage of error 
in x-ray diagnosis in both benign and ma- 


lignant lesions of the stomach. 3, Eighty- 


eight per cent of those patients who replied 
had recurrences of their symptoms when 
treated medically, but most improved after 
short duration on diet and medication. 4. 
Gastric resections in selected cases appear 
to be an excellent low risk procedure, only 
3 out of 44 cases had return of their 


symptoms. 
A. J. BRENNER 


GASTRIC DILATATION AND HEMORRHAGE IN ACUTE INFECTIOUS DIS- 
EASES OF INFANCY AND CHILDHOOD: Doris Bixby-Hammett. North Carolina 


M. J. 18:12 (Jan.), 1957. 


This is a very clear review of gastric 
dilatation and hemorrhage in acute infec- 
tious diseases of infancy and childhood. 

Hemorrhage is another not infrequent 
complication of infections in children and 
they are explained by the appearance of 
antral gastritis, especially with pneumo- 
cocci. The weak capillary wall is not able 
to resist the chemical irritation of the wall. 
It comes to a breakdown of the endothelial 


lining and sometimes evidence of severe 
abnormal bleeding, bacterial endocarditis, 
meningitis, genera. ticemia, hrosis, 
viously described marked dilatation of the 
stomach may be a factor causing gastritis. 
The hemorrhage is treated conserva- 
tively by use of vitamins, including Vita- 
min K, and general support. 
HELMuTH NATHAN 


GASTRIC CANCER IN PERSONS WITH ACHLORHYDRIA AND WITH PERNI- 
CIOUS ANEMIA: Editorial. Canad. M. A. J. 76:138 (15 Jan.), 1957. 


Berkson, Comfort and Butt of the Mayo 
Clinic made a study of gastric cancer in 
1,058 persons in whom low gastric acidity 
or P.A. was found in the past 15 years. 
This was more or less the expected result. 
There were, however, many inconsistencies 
and incongruities that challenge this as- 


sumption and final deduction. Close scru- 
tiny of their report of these vital statistics 
of mortality from gastric cancer should 
not be taken at their face value. The author 
suggests close review of all statistical re- 
ports from hospital data. 

A. J. BRENNER 


VAGAL RESECTION IN TREATMENT OF DUODENAL ULCER: A. A. MacKelvie. 


Brit. M. J. 5014:321 (9 Feb.), 1957. 


This is a well described and excellent 
evaluation of 473 consecutive cases of duo- 
denal ulcer that were treated surgically 
up to the end of 1955. 

The author’s conclusions based on a 
follow-up of these patients are as follows: 
a. Operations on the vagi, by resection or 
crushing do not give good results. b. Vagal 
resections combined with posterior gastro- 
enterostomy gives excellent results in over 


90 per cent of the cases with a mortality 
rate of around 2 per cent. c. Partial gas- 
trectomy is not excluded as a possible op- 
erative treatment for failure in resistant 
cases and therefore in his opinion the 
combined operation should be the first 
surgical choice in the treatment of duode- 
nal ulceration. 


Invin DEUTSCH 


THE MANAGEMENT OF BLEEDING PEPTIC ULCER: Ralph F. Bowers and 
Michael L. Gompertz. Ann. Surg. 145:162-168 (Feb.), 1957. 


The authors report on a total of 517 
episodes of bleeding from peptic ulcers in 
434 patients. The patients have been di- 


vided into two groups. Those on a stri 
medical regimen and the others in whi 
surgery is performed during the first 48 
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hours of therapy. Medical therapy con- 
sisted of bed rest, sedation with barbitu- 
rates, blood replacement, bland food, hourly 
milk and cream, frequent antacids and/or 
anticholinergics, and absti- 
nence from tobacco. Indications for the 
emergency surgery includes hemorrhage 
associated with o| ction, cases of rap- 
idly recurring ae while the patient 
remains on a medical regimen, cases of 
known gastric ulcer, especially with sus- 
picion of carcinoma, and those where hem- 
orrhage continues after proper replacement 
therapy and neutralization. 

All patients were admitted to the medi- 
cal service and the decisions for surgical 
intervention or conservative therapy made 
there by combined consultation. 


There were 17 deaths in 517 bleeding 
episodes, making a 3.9 per cent mortality 
against the number of patients. There were 
3 deaths in 20 patients who received emer- 
gency operations, the mortality being 15 
per cent. One hundred twenty-five patients 
were operated in the interval phase with 
1.5 per cent mortality, giving a combined 
surgical mortality of 3.4 per cent in 145 
resections. There were 10 deaths in 414 
patients who were treated by strictly medi- 
cal routine, giving a mortality of 2.4 td 
cent for the series, and the authors right- 
fully conclude that in their hands the over- 
all results were better with conservative 
medical regimen. 


Paut MATLIN 


A COMPARISON OF OPEN WITH CLOSED GASTROJEJUNAL ANASTOMOSIS IN 
SUBTOTAL GASTRECTOMY: Richard Key Mead. Rhode Island M. J. 40:108 


(Feb.), 1957. 


The author analyses 124 case histories in 
order to find significant differences be- 
tween patients having had subtotal gas- 
trectomy for benign peptic ulcer with 
either open or closed gastrojejunal anasto- 
mosis. The findings are given with regard 
to age of patients, duration of illness and 
hospitalization, transfusions, hemoglobin 


levels, and complications. 
ee surgeons did open anastomosis on 
72 cases, one surgeon closed anastomosis on 
54 cases. 
The only statistical difference found was 
a shorter postoperative hospitalization peri- 
od in patients with closed anastomosis. 
H. J. Joserx 


MASSIVE HEMORRHAGE DUE TO ABERRANT PANCREATIC TISSUE IN THE 
CARDIA OF THE STOMACH: I. Jack Vidgoff. Am. J. Surg. 93:423 (March), 1957. 


Aberrant pancreatic tissue in the stomach 
is not very rare. But pancreatic tissue in 
the cardia of the stomach is not a common 
finding in that location. The preoperative 
diagnosis is difficult to make and usually 
the lesions are asymptomatic and are not 
seen by x-ray examination. The first symp- 
toms indicating the presence of the lesion 
may be a sudden severe gastric hemor- 
rhage. The condition must be differentiated 
from esophageal varices, gastric ulcer and 
malignancy. Therefore the lesion should be 
suspected in order to avoid extensive radical 
surgery. 

The author reports a case of severe gas- 


tric hemorrhage, in a male patient, age 49, 
due to pancreatic tissue occurring in the 
cardia of the stomach. The patient made 
an excellent and rapid recovery following 
a high gastric resection with an anterior 
gastrojejunostomy. 

The characteristic spongy lesion with 
superficial ulceration and no glands should 
make one suspect pancreatic tissue, and 
segmental resection seems indicated. Micro- 
scopically, the stained tissue consisted of 
large islands of parenchyma 


within the wall of the stomach. 


Cart J. DEPrrzio 


POSTTRAUMATIC “TUMOR” OF STOMACH: CASE REPORT: J. T. Chesterman. 
Proc. Roy. Soc. Med. 50:151 (Mar.), 1957. 


The author cites the following case: A 
29-year old male fell off a 12-foot scaffold- 
ing and a 15 hundred weight metal con- 


tainer rolled across him pinning him down. 
Several hours later, ium by mouth 
showed the stomach and intestines her- 
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niated into the left thoracic cavity. He also 
developed hematuria and right-sided renal 
pain. A thoracotomy was done and the 
stomach and large intestines reduced, 
spleen was removed due to a tear. Recov- 
ery was uneventful. 

One year after patient develo 


postural 
regurgitation, which did not 


ther him 


very much till two and one-half years after 
the accident when vomiting began with 
cramps, perspiration, throbbing of head 
and trembling of legs. Relief occurred only 
after vomiting. 

A barium meal showed a lesion in the 
fundus of the stomach, and gastroscopy 


showed only hypertrophied folds and a 
diagnosis of benign tumor was made. At 
operation a tumor at the fundus of the 
stomach was removed and recovery was 
uneventful. Pathologic report was that of 
an intact but hypertrophied mucosa, not a 
true leiomyoma. 

In conclusion this appears to be a local- 
ized muscular hypertrophy of the stomach 
at the site of a gan union with the dia- 
phragm which gave rise first to incompe- 
tence of the cardia and later, intermittent 
obstruction. 


Louis K. MORGANSTEIN 


INTESTINES 


DIVERTICULOSIS AND ITS SURGICAL COMPLICATIONS: Karl A. Meyer and 
Nicholas J. Capos. Am. J. Proctology 8:25-32 (Feb.), 1957. 


Diverticulosis, the fundamental anatomic 
basis for diverticulitis, occurs in about 10 
per cent of all adults, and are most numer- 
ously found in the sigmoid colon. They are 
caused by increase in intracolonic pressure 
resulting in mucosal herniations. Inflamma- 
tory changes result in about 12 to 17 per 
cent of patients with diverticulosis, usually 
in the left lower colon region, where about 
35 per cent of colon carcinoma occurs. 

Treatment of diverticulitis is generally 
medical unless complications occur, or car- 
cinoma can’t be excluded. The authors pre- 
fer low-roughage diet, fluids and sulfa- 
suxidine, but if symptoms become more 
severe, then intravenous fluids, antibiotics, 
gastric suction and nothing orally are used. 

The indications for surgery are perfora- 
tion with peritonitis, formation of an ab- 
scess, intestinal obstruction, fistula to ad- 
jacent viscera or skin, chronic or recurring 
diverticulitis, and inability to exclude car- 
cinoma. When acute perforation occurs, it 
is usually in the sigmoid, and it is possible 
for this to result from an air contrast enema, 
or a sigmoidoscopic examination. Generally, 


a stage operation is safest, a prelimi 
and anastomosis. 

Slow perforation and abscess formation is 
a common complication, and can often 
successfully treated, conservatively, by anti- 
biotics, fluids and diet. The coexistence of 
diverticulitis and carcinoma is a constant 
threat. Every diagnostic means should be 
utilized in an effort to establish a diagnosis 
—sigmoidoscopy, cytology studies on colos- 
tomy or enema washings and x-ray. If doubt 
exists, exploration is carried out with mini- 
mal delay. 

In cases of massive bleeding, all other 
possible causes should be eliminated before 
assuming diverticulosis as a cause. If still 
obscure, then surgery is resorted to, and 
use is made of a sterile proctoscope. 

Earlier surgical intervention is advocated 
to permit one-stage operations, fewer com- 
plications, less morbidity and mortality, 
and to reduce economic and emotional 
hardships. 


HERMAN MILLER 


PREGNANCY AFTER ILEOSTOMY FOR CHRONIC ULCERATIVE COLITIS: Har- 
old H. Scudamore, Arnold G. Rodgers, J. Arnold Bargen and Edward A. Banner. 


Gastroenterology 32:295 (Feb.), 1957. 


The tendency to advise against preg- 
nancy in women with ileac stomas has been 
rather general in the past because of the 
possible complications. A careful study of 
12 women who had a total of 18 pregnan- 


cies after ileostomy for chronic ulcerative 
colitis revealed 13 (72 per cent) live births, 
4 abortions, and 1 stillbirth. Complications 
included relapse of colitis in a rectosigmoid 
that had not been removed, bleeding from 
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a stoma, prolapse of ileum through the 
stoma, partial Sicietstion of the small in- 
testine, painful or slow healing of the episi- 
otomy incision in cases in which an abdom- 
inoperineal resection had been done, and 
prothrombin deficiency. The authors con- 
clude that it is relatively safe for the pa- 
tient with an ileac stoma to undergo preg- 


nancy, but this should not be actively en- 
couraged. Resection of most or all of the 
colon should be done before pregnancy to 
avoid reactivation of the colitis during preg- 
nancy, and to provide a greater chance f 


PROCTOSCOPY AND PROCTOLOGIC OFFICE PROCEDURES: Walter A. Fansler 


G. P. 15:101 (Feb.), 1957. 


In this excellent article the importance of 
a digital, rectal and proctological examina- 
tion as an important part of each general 
physical examination is stressed. Ninety per 
cent of all rectal disorders can be diagnosed 
by these procedures. 

The author’s discussion of injection treat- 
ment for internal hemorrhoids is lucid, and 
the illustrations excellent. Diagnosis and 


treatment of abscess, fistula-in-ano, fissure- 
in-ano and pruritus is concise and to the 
point. This essay is of value to the gastro- 
enterologist whose primary interest has been 
in the upper gastrointestinal tract and is an 
excellent review of the commoner anorectal 
lesions. 


Paut B. VAN 


DUMPING SYNDROME: Banice M. Webber, Merrill A. Bender and George E. Moore. 
New England J. Med. 256:285 (14 Feb.), 1957. 


Subtotal gastrectomy ‘ormed for 

tic ulcer results called 
the dumping syndrome. Some of the the- 
ories advanced to explain the symptoms 
are: 1. rapid emptying of the gastric pouch 
distends the efferent jejunal loop, 2. stasis 
of the b pancreatic secretions dis- 
tends the afferent jejunal loop, 3. the weight 
of the food-filled jejunum causes traction 

tions to cor- 


conversion of Bilroth II into Bilroth I oper- 
ation, 2. support of loops at surgery, 3. in- 
terposition of jejunal or colonic segments 
to increase the size of the gastric pouch. 
Instead of a mechanical explanation, physi- 
ological explanations have also been ad- 
vanced to explain this syndrome. 1. Hypo- 
glycemia: This occurs one or two hours 
er meals and may be related to the late 
dumping syndrome, 2. iron deficiency and 
anemia, 3. altered handling of fat, 4. adren- 
al stimulation and a fall of serum potassium 
randially, 5. a drop in total circula ting 
lood volume. The food from the stom 


enters the um in a hypertonic state 
which wane flow of plasma from the 
mucosal capillaries into the lumen of the 
jejunum. 

bo authors tested 16 patients = total 
or subtotal gastrectomy; 150 c.c. of 50 per 
cent pant os administered orally. Serial 
serum potassium tests were performed, and 
plasma volumes were determined with the 
use of radioactive iodinated human serum 
albumin. The average drop in plasma vol- 
ume was 150 c.c. for patients with the 
dumping syndrome, and 194 c.c. for those 
in whom the dumping did not 
develop. In the majority of patients there 
was a fall of serum potassium of at least 
0.5 mEq. The authors conclude that the 
small drop in plasma volume, and the al- 
correlation these an 
toms, makes it unlik these 
play a part in the etiology of the dumping 
syndrome. 


SaMuEL L, ImMERMAN 


FATAL DUODENAL PERFORATION DURING PREDNISONE THERAPY: I. A. 
Kellock and G. Sclare. Brit. M. J. 5024:930 (20 Apr.), 1957. 


Three of 18 patients treated with the 
drug showed well defined ulcers radiologi- 
cally but not subjectively. 


In another instance a male, aged 61, after 
treatment for two months with a dosage of 
5 mg. three times per day, in an effort to 
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SaMuUEL M. GrLBERT 
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control multiple myeloma, suddenly devel- 
oped vague abdominal pain, constipation 
and dyspnea, accompanied by purpuric 
rash. 

No local tenderness, masses or guard- 
ing of the abdomen could be elicited upon 
physical examination. 


Four hours after hospital admission, how- 
ever, he died and necropsy revealed a rup- 
tured duodenal ulcer, generalized peritonitis 
with purulent exudate between the liver 
and the diaphragm. 


J. Epwarp Brown 


THE USE OF ACTH, CORTISONE, HYDROCORTISONE AND RELATED COM- 
POUNDS IN THE MANAGEMENT OF ULCERATIVE COLITIS: Experience in 
180 Patients. J. B. Kirsner, M. Sklar and W. L. Palmer. Am. J. Med. 22:264 (Feb.), 


1957. 


Since January 1950, the authors have 
treated 180 patients with ulcerative colitis 
with ACTH, cortisone, hydrocortisone and 
the newer steroids. In most instances these 
agents were prescribed as adjuncts to a 
comprehensive medical program. The dis- 
ease was classified clinically as severe or 
moderately severe in 92 per cent of the 
patients. Steroid therapy was initiated with 
corticotropin in 134 patients, with hydrocor- 
tisone in 29 cases and in the remaining 17 
with either cortisone, prednisone or pred- 
nisolone. 

An immediate beneficial effect was ob- 
served in 85 per cent of the patients. The 
pas fines to corticotropin was more dramatic 
and more uniform than to the other agents. 
There was not only a decrease in ome 
movements and blood in the feces but an 
improvement in general symptoms such as 
subsidence of fever, tachycardia, abdominal 
distress, together with increase in appetite 
and a pronounced sense of well being. Proc- 
toscopic improvement occurred in the ma- 


jority of patients but less rapidly than the 
clinical response. Symptoms recurred in 70 
per cent of the patients. Repeated courses 
of corticotherapy induced favorable re- 
sponses in the majority of 91 patients. How- 
ever, the results were not as striking as in 
the first course. Cushing-like changes ap- 

ared in 137 patients, alkalosis in 95, 
ypokalemia in 45 and hyperglycemia or 
or in 26; these untoward effects sel- 
om were severe enough to discontinue 
eaney- The more serious but less frequent 
complications included temporary psychosis 


in ten, two suicides, allergy to ACTH and 


severe infections. Peptic ulcer developed in 
only one patient. ACTH produced more 
frequent and the most profound side-effects 
but, in general, was the most effective com- 
pound. Hydrocortisone, prednisone and 
prednisolone were less effective but often 
roduced comparable clinical results with 
a side-effects. Cortisone did not com- 

pare favorably with the other corticoids. 
Joun M. McManon 


ROLE OF INTESTINAL DECOMPRESSION IN TREATING ACUTE MECHANICAL 
OBSTRUCTION: Robert M. Moore. Texas J. Med. 53:71 (Feb.), 1957. 


Any interference with the normal down- 
ward passage of intestinal content is right- 
fully termed an intestinal obstruction. Me- 
chanical intestinal obstruction remains one 
of the most dangerous of surgical diseases. 
The dominating threat is the ever present 
danger of strangulation subsequent to cir- 
culatory disturbance. With this objective in 
view the course of treatment aims at the 
prevention of strangulation. The most effi- 
cacious method of accomplishing this is to 
diminish distention. 

Although intestinal decompression is pri- 


marily a method for combatting distention, 
physicians have attempted constantly to 
substitute it for surgical operation in the 
definitive treatment of obstruction. Un- 
fortunately, too little attention is paid to 
selecting patients in whom it is safe to de- 
fer operation until a satisfactory trial of 
decompression therapy has been made, with 
the result that this valuable form of sup- 
portive therapy is also responsible for many 
of the deaths which continue to occur. 


BERNARD J. FICARRA 
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DIVERTICULOSIS OF THE COLON AND ITS COMPLICATIONS: Herbert A. Bailey 
and Cecil O. Patterson. Texas J. Med. 53:78 (Feb.), 1957. 


This is a review of 1,197 cases in which 
colonic diverticula were demonstrated in 
an office practice devoted to gastroenter- 
ology. In 4,900 barium enema examina- 
tions 1,197 cases of colonic diverticula were 
observed. A comparison was made of diver- 
ticulitis and diverticulosis and of cases of 
diverticulitis managed in both the office 


and the hospital. Little difference in symp- 
toms were noted in office and hospital cases. 
Surgical intervention in patients with this 


disease became n for the following 
reasons: fistulas, 
perforation and abscess formation. 


BERNARD J. FICARRA 


SURGICAL MANAGEMENT OF CHRONIC NONSPECIFIC ULCERATIVE COLITIS: 
Robert J. Rowe. Texas J. Med. 53:81 (Feb.), 1957. 


During the past decade incomparable 
have made in the 
treatment of chronic nons 
colitis. In this disease such indications as 
intractability, udopolyposis, carcinoma, 
severe complications, severe sys- 
temic manifestations, stricture of the colon 


ific ulcerative 


or rectum, or obstruction warrant surgical 
intervention. The t-eatment of choice is 
usually total colectomy with simultaneous 
combined abdominoperineal resection and 
ileostomy. A new eversion type of ileostomy 
is looked upon with favor. 

BERNARD J. FICARRA 


ENDOMETRIOSIS OF THE SIGMOID COLON: Charles L. Green, Flavius L. Austin, 
Jr. and John L. Goforth. Texas J. Med. 53:95 (Feb.), 1957. 


The occurrence of ectopic endometrial 
tissue has been reported in many organs. 
Endometriosis as a cause of obstruction of 


the sigmoid colon is of more importance 
than has been emphasized. The similarity of 
symptoms and radiologic findings in endo- 


metriosis and carcinoma of the sigmoid 


suggests the value of frozen section study 
to prevent unnecessary surgical procedures. 
Ten cases of endometriosis of the sigmoid 
colon, 2 of them with coexistent primary 
carcinoma of the colon are ear 


BERNARD J. FICARRA 


ACUTE ILEITIS WITH ULCERATION AND PERFORATION DUE TO PARA- 
TYPHOID FEVER: Joseph V. Conroy. Military Med. 120:79 (Feb.), 1957. 


This is an excellent paper by Lt. Col. 
J. V. Conroy about the surgical complica- 
tions in paratyphoid fever experienced in 
the Korean War. It is interesting to see that 
the cases were only seen among North 
Korean prisoners of war who had no pre- 
vious treatment in the sense of immuniza- 
tion to typhoid fever. 

The paper gives the view mainly of 85 
cases, which are carefully aathpunh 

The patients were classified in groups: 
a. those with a systemic septicemic pic- 
ture, and b. those with the more enteric 


pathology. 

The treatment was mainly with anti- 
biotics, pre- and postoperative with penicil- 
lin and streptomycin. At the same time, in- 
testinal tubes, Levin tube and Wangen- 
steen suction, were used pre- and post- 
operatively. 

The mortality rate was 22 per cent for 
all cases and 0 per cent for those surgicals 
corrected within 2 days of the perforation 
and resultant fecal peritonitis. 


HEeLMuTH NATHAN 


BIZARRE ACUTE ABDOMINAL CONDITIONS: Wesley Furste and Jerome Rini. 


J. Am. Geriatrics Soc. (March), 1957. 


The correct preoperative diagnosis of 
acute abdominal conditions in the aged is 
discussed in great detail. Simple conditions 


are easily diagnosed but bizarre and un- 
usual conditions tax the mettle of the in- 
ternist, general practitioner and the surgeon. 
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All doctors concerned should work closely 
together in the management of these cases. 

Cases of volvulus, and torsion of colon 
are carefully described and etiological fac- 
tors are discussed and cases presented. 

Cases of mesenteric vascular occlusions 
and rupture of epigastric vessels are pre- 
sented as are cases of diverticulitis of the 
duodenum with perforation. 


Acute creatitis is being recognized 
more and more frequently, and specific 
cases illustrating conditions are presented. 

The exact diagnosis and correct treatment 
of these unusual conditions demand a care- 
ful history, a complete physical examination, 
laboratory aids and occasionally laparotomy 
with meticulous exploration. 

ABRAHAM BERNSTEIN 


VISCERAL LESIONS IN HERPES ZOSTER: R. Wyburn-Mason. Brit. M. J. 5020:678 


(23 Mar.), 1957. 


The author describes the existence of un- 
myelinated afferent fibers. These are found 
in the posterior sensory nerve roots in addi- 
tion to the usual myelinated fibers. These 
unmyelinated fibers have been found to end 
not only in the dermis but also between 
the deeper tissues and even in the viscerae. 
The author then lists the levels at which 
the posterior nerve roots run in relation to 
their origin of various viscerae. These in- 
clude not only the intestinal tract but the 
heart, lungs, kidneys, bladder, uterus, etc. 
The author presents eight cases and sum- 


BLOOD CAROTENE IN STEATORRHEA 
DROMES: J. Wenger, J. B. Kirsner and W. 


1957. 


The authors feel that the determination 
of plasma carotene is a simple, valuable 
screening test for steatorrhea. Disorders 
other than steatorrhea presenting a low 
— carotene include high fever, poor 

etary intake and liver disease. The re- 
sponse of the plasma carotene is a useful 
, to therapy in various malabsorptive 

isorders. In patients with low plasma 


marizes 42 cases from the literature and 
classifies them according to the level in- 
volved in the herpes zoster and relates 
them to associated disturbances of the vis- 
cerae. These disturbances are those one 
might from inflammatory changes 
associated with vasodilatation or edema 
complicated by hemorrhage or thrombosis. 
The suggestion then, 
to s athetic and parasympathetic - 
viscerae exists. 

BERNARD FARFEL 


AND THE MALABSORPTIVE SYN- 
L. Palmer. Am. J. Med. 22:373 (March), 


carotene levels a daily oral dose of 20,000 
units of carotene-in-oil for seven days raised 
the of plasma gs de- 
y poor diet; in patients with a 

tive detects normal were 
achieved. This differing response may serve 
to distinguish further a borderline from a 
truly abnormal test. 

Joun M. McManon 


TOTAL COLECTOMY AND ILEORECTAL ANASTOMOSIS IN DIFFUSE ULCERA- 
TIVE COLITIS: Stanley Aylett. Brit. M. J. 5017:489 (2 Mar.), 1957. 


The results of 47 consecutive cases of 


diffuse ulcerative colitis are reported. The 
surgical procedure advocated by the author 
is total colectomy with an ileorectal anasto- 
mosis. It is concluded that the operation 
can be carried out with a low mortality 
rate and a low postoperative morbidity. The 
author states that 70 per cent of pa- 
tients return to a normal economic and 


social life. There are only 15 per cent of 
patients who have minor limitations which 
are the result of some frequency of bowel 
action. The author suggests that this pro- 
cedure should be the primary procedure of 
choice in intractable cases of diffuse ulcera- 
tive colitis. 


BERNARD J. FICARRA 


BOOK REVIEWS FOR GASTROENTEROLOGISTS 


CLINICAL EXAMINATION IN NEUROLOGY: By Members of the Section of Neurol- 
ogy and Section of Physiology, Mayo Clinic and Mayo Foundation for Medical Edu- 
cation and Research, Graduate School, University of Minnesota, Rochester, Minn. 
370 pages. W. B. Saunders Co., Philadelphia, Pa., 1956. Price $7.50. 


An excellent review of neurological pro- 
cedure by the various staff members of the 
Mayo Clinic. Medical students as well as 
practitioners of medicine, will find useful 
information and suggestions for diagnosis. 

The illustrations and charts are excellent. 
The folded chart, opposite page 250, will 
be helpful in studying aphasic individuals. 
The loose charts found in a pocket in the 
back of the book will aid in evaluating 
neurological symptoms and findings. 


On page 272, electroencephalography is 
discussed and on page 275, the diagram of 
the wave form classification is illustrated. 
Common conditions in which the EECG 
is helpful in diagnosis or management, 
should be read carefully. 

This volume undoubtedly will be read 
and reread many times, especially when 
obscure and conditions 
are present. It is highly recommended. 


CLINICAL ROENTGENOLOGY VOL. 4—THE DIGESTIVE TRACT, GALL- 
BLADDER, LIVER AND PANCREAS, EXCRETORY TRACT: Alfred A. DeLorimi- 
er, M.D., Radiologist, St. Francis Memorial Hospital, San Francisco, Calif., Henry G. 
Moehring, M.D., Radiologist, Duluth Clinic, Duluth, Minn., John R. Harman, M.D., 
Radiologist, Cleveland, Ohio. 764 pages, 1,112 illustrations. Charles C. Thomas, 


Springfield, Ill., 1956. Price $24.50. 


One of the best written and illustrated 
volumes dealing with the digestive, biliary 
and pancreatic a of normal and ab- 
normal states of these organs as found ro- 
entgenolo 

Not only the authors describe the 
x-ray evidence of a lesion, a also give 
the laboratory data, differential considera- 
tions and pertinent references where the 
physician may find additional corrobora- 
tion. 

In the discussion of carcinoma of the 
colon (page 347), the reviewer notes a very 
important item in paragraph 4 regarding 
the late diagnosis of lesions in the cecum 
and ascending colon. These statements 


should be remembered, especially in pa- 
tients who are anemic and complain of Ss. 
turbance of normal bowel function. 

A very important differential diagnostic 
sign and papilloma of the 
gallbladder is found on page 391. 

Cholangiography, its technic and applica- 
tion as a diagnostic aid, is fully discussed on 
pages 371 and 392. Roentgen diagnosis of 
the urinary tract, obstetrical and gyneco- 
logical roentgenology conclude the text. 

This well written, printed and profusely 
illustrated volume, with an extensive index, 
makes Clinical Roentgenology the outstand- 
ing ready reference for all physicians. 


DIE ERKRANKUNGEN DER GALLENWEGE: Von Dr. Wilhelm Schondube, Chefarzt 
am St. Markus-Krankenhaus Frankfurt a.M. 311 pages, 58 illustrations. Ferdinand 
Enke Verlag, Stuttgart, 1956. Price DM 44. 


A well written and organized monograph 
on diagnosis and treatment of gallbladder 
and biliary disease, with modern diagnostic 
procedures including the newer dyes for 
cholangiographic diagnosis in pre- and post- 
operative patients. 

On page 98, the author discusses the 
therapy of acute cholecystitis. He recom- 
wo og the use of sulfa preparations, decho- 
lin, urotropin, penicillin and other anti- 


biotics. He advocates that the surgeon delay 
operation until the inflammation subsides. 
The therapy during a gallstone attack is 
on page 200. The use of morphine 
in acute colic should be avoided, as it in- 
creases intraductal pressure, hence more 
pain. Also, it may cause nausea and emesis. 
Nitroglycerin, amylnitrate, intravenous ami- 
nophyllin may be tried and found to give 
almost immediate relief. When inflamma- 
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tion is present, the use of the ice cap sus- 

nded above the gallbladder area may be 
ound practical. In colic without inflamma- 
tion, moist warm compresses augmented 
with a hot water bag is advocated. As to 
diet, peppermint tea, warm drinks, if the 
patient is not nauseous, later a fat free diet 


is recommended. After subsidence of the 
attack, the bowels should be regulated. 
Postcholecystectomy syndrome and_ its 
therapy complete the volume. 
The book is a valuable asset to medical 
literature and should be a “best seller”. 


DIABETES-KOMPLIKATIONEN: Von doz Dr. Alfred Kaeding, Oberarzt an der Med. 
Univ.-Poliklinik Rostock. 146 pages, 48 illustrations, 45 tables and two statistical 
folding tables at the end of the book. Ferdinand Enke Verlag, Stuttgart, 1956. Price 


DM 28. 


A primer on diabetic complications well 
illustrated but unfortunately many physi- 
cians, who do not read German, will miss 
the information found in this little book. 


The author and publisher may find it to 
their advantage to have translations made 
into several languages and thus make it 
available to a greater circle of readers. 


RADIOLOGY OF THE ALIMENTARY TRACT IN INFANCY: Roy Astley, M.B., 
M.R.C.S., D.M.R., Radiologist, The Childrens’ Hospital, Birmingham (United Birming- 
ham Hospitals), Clinical Lecturer in Radiology and Lecturer in Radiological Anatomy, 
University of Birmingham. 287 pages, illustrated. The Williams & Wilkins Co., Balti- 


more, Md., 1956. Price $10.00. 


Here is a text that should be in the li- 
brary of all physicians. It deals “yor 4 
cally with the gastrointestinal tract of the 
infant. Illustrative case histories and roent- 


gen films add to the value of the mono- 
aph. 
It is highly recommended. 


JOURNEES THERAPEUTIQUES DE PARIS—SUR LE TRAITEMENT DE L’ULCUS 
GASTRIQUE LES MEDIATIONS HEMOSTATIQUES: President Professeur Loeper 
et du Professeur Agrege Brouet. 263 pages. G. Doin & Cie., Paris, France, 1956. Price 


2,200 Fr. 


A symposium on ulcer and its treatment 
with special consideration of therapy in 
various hemorrhagic conditions. 

In this symposium, consideration is given 
to the various possible etiologies of ulcer, 
such as inherited diathesis, psychosomatic 
aspects, etc. 

Among the various suggestions in hemor- 


rhagic states, the reader will find indica- 


tions for the use of ACTH or splenectomy 
in idiopathic thrombocytopenic purpurae. 
A short but interesting discussion on the 
effect of serotonin on the blood will be 
found on page 239. 
Those who read French will undoubtedly 
find this book a valuable asset to their 


library. 


LES CONSTIPATIONS ET LEUR TRAITMENT: A. Lambling, Medecin des Hopitanx 
de Paris et J. Souillard, Ancien Chef de Clinique a la Faculte de Medecine de Paris. 
185 pages, illustrated in black and color. G. Doin & Cie., Paris, France, 1956. Price 


2,200 Fr. 


Constipation due to various causes are 
discussed in this well written, well printed 
and abundantly illustrated monograph. The 
reader is introduced step by step to specific 
and nonspecific causes of this world wide 
and universal disturbance. The medication, 
diets and when indicated, surgical interven- 


tion, are clearly defined. 

The reviewer suggests that a valuable 
compendium of this type should have short 
summaries in two or more universal lan- 
guages, which would enhance the distribu- 
tion of “Constipation and its Treatment”. 
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ABC FUR ZUCKERKRANKE: Von Prof. Dr. F. Bertram. 84 pages, illustrated, 8th 
Edition, completely revised and up to date. Georg Thieme Verlag, Stuttgart, Ger- 


many, 1956. Price $1.00. 


Written for those having diabetes, the 
author describes what and how to treat the 
condition, diet, use of insulin, the dangers, 
coma, etc., which may complicate the dis- 
ease. 

On page 52, the use of oral administra- 
tion of sulfonamid (orinase) is described. 
The author states that oral use of the drug 


should be limited to older individuals, as 
in younger diabetics, the results are not 
very satisfactory. Further, he cautions about 
the possible untoward action of the prepa- 
ration and it should not be administered 
unless under medical supervision. 

It is well written and worthwhile. 


DIE LEBERKRANKHEITEN—DIAGNOSTIK UND THERAPIE FUR DIE PRAXIS: 
Von Prof. Dr. K. Beckmann, Stuttgart. 253 pages, 74 illustrations in black and color. 
Georg Thieme Verlag, Stuttgart, Germany, 1957. Price $8.60. 


This is one of the more recent books on 
liver diseases appearing in 1957. A complete 
coverage of all liver involvement, diagnosis, 
differential diagnosis and therapy. The illus- 
trations in black and color are well exe- 


cuted. The text is clear, easily read. The 
available literature is well covered and a 
cross index completes the volume. 

The author and publisher have done a 
nice piece of work. 


NEW EDER SIGMOIDOSCOPE - 
PROCTOSCOPE ANOSCOPE 


@ Easy to change from proximal to distal illumination. 
@ 4X telescope revolves 360° to clear the lumen when necessary. 


Pulls out for fast removal. 


@ Scopes attach to air tight head with less than 1 turn. 
@ Comfortable pistol grip with switch control wheel to move 


proximal bulb out of lumen. 


@ Scopes available 10 cm to 35 cm long and various diameters. 


WRITE for prices and complete description of this new versatile 
precision instrument for rectal examination. 


EDER INSTRUMENT COMPANY 


2293 N. Clybourn Avenue 


Chicago 14, Illinois 


| 


F you have ever watched your 
child at play—secure, happy, unafraid—you have seen the 
strongest argument in the world for investing part of every 
pay in United States Savings Bonds. For bonds, which can 
protect her present and insure her future, are savings you 
cannot lose. They’re Government-insured up to any amount. 
They pay 34% interest when held to maturity. And they 
make saving for security easier— because you can buy them 
automatically through the Payroll Savings Plan where you 
work. Or regularly where you bank. Why not start your bond 
program today? Make life more secure for someone you love. 


The U.S. Government does not pay for this advertisement. It is donated 
by this publication in cooperation with the Advertising Council and the 
Magazine Publishers Association. 


334 


| 
| 
TW 
on 
mend... 
%. 


4 
16% 
4 
| 
On | 
the y | 
| 


by the 
ulcer 

or the 

medicine 


marked selectivity in anticholinergic therapy 


*TRAL—TRADEMARK TAQLETS, ABBOTT: PAT. APPLIED FOR. 


> 
unbothered 
ihe 
\ 
# 
: 
709240 ; ‘ 


comhness Meprobamate (400 mz.): 


Widely prescribed tranquilizer-muscle relaxant. Effectiveness 

in anxiety and tension states clinically demonstrated in millions of patients. 
Meprobamate acts only on the central nervous system. Does not increase 
gastric acid secretion. It has no known contraindications, can be used 

over long periods of time. 


with Pathilon (25 mg.): 


An anticholinergic noted for its extremely low toxicity and high 
effectiveness in the treatment of G.I. tract disorders. In a comparative 


evaluation of currently employed anticholinergic drugs, 
PATHILON ranked high in clinical results, with few side effects, 
minimal complications, and few recurrences.‘ 


Now... with PATHIBAMATE...you can control disorders of the 
digestive tract and the “emotional overlay” so often associated with 
their origin and perpetuation... without fear of barbiturate 
loginess, hangover or addiction. Among the conditions which have 
shown dramatic response to PATHIBAMATE therapy: 


DUODENAL ULCER + GASTRIC ULCER * INTESTINAL COLIC 
SPASTIC AND IRRITABLE COLON « ILEITIS * ESOPHAGEAL SPASM 
ANXIETY NEUROSIS WITH G.I. SYMPTOMS * GASTRIC HYPERMOTILITY 


Bre 
| pr 
| Clin. 
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| 
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te 
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Meprobamate with PATHILON® LEDERLE 


Comments on PATHIBAMATE from clinical investigators 


e “I find it easy to keep patients using the drug 
continuously and faithfully. I feel sure this is due 
to the desirable effect of the tranquilizing drug.”* 


e “The results in several people who were pre- 
viously on belladonna-phenobarbital prepara- 
tions are particularly interesting. Several people 
volunteered that they felt a great deal better on 
the present medication and noted less of the 
loginess associated with barbiturate administra- 
tion.”6 

References: 1. Borrus, 3. C.: M. Clin. North America, 
@PATHIBAMATE ...“will favorably influence a 
majority of subjects suffering from various forms 
of gastrointestinal neurosis in which spasmodic 
clinical symptoms.” 


e “In the patients with functional disturbances of 
the colon with a high emotional overlay, this has 
been to date a most effective drug.”> 


information on PATHIBAMATE available on request, 
or see your local Lederle representative. 


fat. hid. at 
ar . 


t Liaterte) LEDERLE LABORATORIES DIVISION, AMERICAN CYANAMID COMPANY, PEARL RIVER, NEW YORK 
"Trademark @®Registered Trademark for Tridihexethy! lodide Lederie 


and McGavack, T. H.: Personal Communication 
ito Lederle Laboratories. 
Administration and Dosage: | tabiet three times a day 
at mealtimes and 2 tablets at bedtime. Full 


TREVIDAL tiquip 


Because you often combine a liquid 
antacid with other medications, Tre- 
vidal Liquid is especially designed 
for stability and compatibilty in Rx 
combinations. It has been thoroughly 
tested with an antispasmodic, seda- 
tive, absorbent, antibacterial, costive, 
carminative, laxative, and digestant. 
A palatable and effective antacid 
providing balanced acid neutraliza- 
tion without bowel upsets, Trevidal 
Liquid makes it easier for you to in- 
dividualize therapy for your patients 


by assuring stability and compatibility in 
your Rxs. 


Each Teaspoonful (5 cc) contains: 
Aluminum hydroxide 
Calcium carbonate . 105 mg. 
Magnesium trisilicate 150 mg. 
Magnesium carbonate. . . . . 60mg. 
Available in 12-0z. bottles 
tVegetable mucin 


90 mg. 


*Binder from oat flour 


Organen INC. 


ORANGE, N. J. 
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Resion acts instantly in the intestinal tract 


by the unique electrochemical adsorptive action (anion exchange) 
of its resin component.’ Insoluble and nontoxic?, Resion removes 
noxious substances through electrochemical attraction—like a mag- 
net. This action occurs instantaneously . . . as quickly as Resion and 
toxic acid molecules are within functioning range of chemical forces’, 
—yet it leaves important amino acids, vitamins and minerals un- 
affected. With Resion, 86 of 90 patients had complete relief of diar- 
rhea in 8 to 12 hours.* 


For simple diarrhea: Resion, a combination of polyamine methyl- 
ene resin and synthetic silicates. 
For infectious diarrhea: Resion P-M-S, the Resion formula plus 
polymyxin, phthalysulfacetamide and the parabens. 

References: 1. Martin, G. J.: Ion-Exchange and Adsorptive Agents in Medicine, Little, Brown 


and Co., Boston, 1955, P. 205. 2. Lichtman, A. L.: Exper. Med. & Surg. 9:90, 1951. 3. 
Gabroy, H. K., and Selsman, G. J. V.: Amer. J. Digest. Dis. 20:395, 1953. 


Products of narionaL/ THE NATIONAL DRUG COMPANY 
Original Research Philadelphia 44, Pa. R-2712/ 57 
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‘care of 
the man 
rather than 
merely his 
stomach”® 


| 


Milpath 


Miltown® anticholineragi 


two-level control of gastrointestinal dysfunction 


at the central level 
The tranquilizer Miltown® reduces anxiety and tension.':*-® 7 


Unlike the barbiturates, it does not impair mental or 
physical efficiency.*:* 


at the peripheral level 
The anticholinergic tridihexethyl iodide reduces 
hypermotility and hypersecretion. 


Unlike the belladonna alkaloids, it rarely produces 
dry mouth or blurred vision.?.* 


indications: peptic ulcer, spastic and irritable colon, esophageal 
spasm, G. I. symptoms of anxiety states. 


each Milpath tablet contains: 


Miltown® (meprobamate WALLACE) 400 mg. 
dicarbamate ) 


Tridihexethy] iodide 25 mg. 


dosage: 1 tablet t.i.d. at mealtime and 2 tablets at bedtime. 
available: bottles of 50 scored tablets. 


references: 

1. Altschul, A. and Billow. B.: The clinical use of meprobamate (Miltown®). 

New York J. Med. $7:2861, July 15, 1957. 2. Atwater, J. S.: The use of anticholinergie 
agents in peptic ulcer therapy. J. M. A. Georgia 45:421, Oct. 1956. 3. Borrus, Ji Git 
Study of effect of Miltown dicarbamate 
psychiatric states. J. A. M. A..157:1596, April 30, 1955. 4. Cayer, D.: Prolonged 
anticholinergic therapy of duodenal.ulicer. Am. J. Digest. Dis. 1:301, July 1966. 

5. Marquis, D. G., Kelly, E. L., Miller, J. c. Gerard, R. W. and Rapoport, A.? 
Experimental! studies of behavioral effects of meprobamate on normad subjects. Ann. 
New York Acad. Se. 67:701, May 9, 1957. 6. Phillips, R. E.: Use of meprobamate 
(Miltown®) for the treatment of emotional disorders. Am. } act. & Digest Treat. 
7:1573, Oct. 1956. 7. Selling, L. S.: A clinical study of Miltown®, a new oro 
agent. J. Clin. & Exper. Psychopath. 17:7, March 1956. 8. Wolf, S. and Wolff, H. G.: 
Human Gastric Function, Oxford University Press, New York, 1947. 


WALLACE LABORATORIES 
New Brunswick, N. J. 


Whit densible 
During Che Yours 


Chitaren who eat nutritious breakfasts regularly are 
more likely to be well nourished than those with poor 
breakfast habits.* This important finding emphasizes 
the long-known relationship between nutritious break- 
fast meals and the performance level of school children. 


A sensible breakfast for most children is one which 
supplies ample energy for a full morning’s work and 
play; which provides ample growth-promoting pro- 
tein, vitamins, and essential minerals; which is taste- 
ful, easy to digest, and is eaten in a pleasant atmos- 
phere; but which does not burden the digestive tract 
unduly or overload the food capacity of the child. 


A dish of oatmeal provides nutritional advantages 
few foods can exceed. It contains more protein and 


more thiamine than other whole grain cereals. In 
aa: addition, it contributes other B vitamins and is out- 


C=, standing for its iron content. 
} 


rf 4} A steaming bowl of oatmeal is a dish welcomed by 


children. It reflects a warm, secure home atmosphere. 


)) It means a pleasant, satisfying meal with which to 


ne start the day’s work and play. 

IN GASTROINTESTINAL AF- 

FECTIONS. Oatmeal fits well Quaker Oats and Mother’s Oats, the two brands of 
into ma dietary ae. oatmeal offered by The Quaker Oats Company, are 
identical. Both brands are available in the Quick (cooks 
chanically nonirritating, in one minute) and the Old-Fashioned varieties which 
low in residue, yet high in 
its contribution of avail- 


able protein, vitamins and *Martin, E. A.: Roberts’ Nutrition Work with Children, Chicago, 
minerals The University of Chicago Press, 1954, pp. 141-146. 


are of equal nutrient value. 


The Quaker Oats @mpany 


CHICAGO 
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the path to 


effective ulcer therapy 


with few side effects 


Effects of anticholinergic drugs on peptic ulcer’ 


Atropine AnticholinergicA AnticholinergicB PatHiton 


Daily Dose 200 mg. 
No. patients and 16 21 
length of follow-up . 11 mo 


Results: 
Good to excellent 
Fair to poor 


Recurrences: 
None 
Few 
Same 


Complications: 
Hemorrhage 
Perforation 
Obstruction 
Surgery needed 


Side effects: 
Oral 
Visual 
Sphincter 


Available in three forms: tablets of 25 mg., plain (Pink) or with 
phenobarbital, 15 mg. (Blue), and parenteral, 10 mg./cc.—1 cc. ampuls. 


¢ 1 or 2 tablets before each meal and at bedtime. 
Parenterally, 10 to 20 mg. every 6 hours. 


Also available: P ATHIBAMATE** Meprobamate with PATHILON Leveae, 
for gastrointestinal disorders and their “emotional overlay.” 


1. After Cayer, D.: Prolonged anticholinergic thera) 
duodenal ulcer, Am. J. Digest. Dis. 1:301 (July) Psa. 


U.S. Pat. Of, Trademark 


in anticholinergic therapy... 
weigh the benefits 
against the side effects 
Tridihexethyl Iodide LEDERLE 


E Lederie) LEDERLE LABORATORIES DIVISION, AMERICAN CYANAMID COMPANY, PEARL RIVER, NEW YORK 
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51% 74% 56% 16% 

49% 26% 44% 24% 

16% 22% 13% 19% 

46% 48% 50% 57% 

: 38% 38% 38% 24% 
5% 7% 19% 9.5% 

0% 4% 0% 0% 

0% 4% 0% 0% 

3% 4% 6% 0% 

38% 78% 25% 14% 

11% 48% 6% 0% 

1 1% 15% 0% 0% 


To assure 
good 


nutrition— 


PROPER 


ee 
need not rely on “wishing 
Each double-layered Entozyme As a comprehensive supplement to deficient natural 
tablet contains 
Pepsin, N-F 250 me secretion of digestive enzymes, particularly in older 
= tees 1 the stomach from patients, ENTOZYME effectively improves nutrition by 
gastric-soluble outer coating 
of tablet bridging the gap between adequate ingestion.and proper 
Pancreatin, U.S.P 300 mg A 
* digestion. Among patients of all ages, it has proved help 
Bile Salts 150 mg f 
—reléased in the small intestine ful in chronic: cholecystitis, post-cholecystectomy syn 
from enteric-coated inner 
core drome, subtotal gastrectomy, pancreatitis, dyspepsia, 
A. H. ROBINS CO., INC, food intolerance, flatulence, nausea and chronic nutri 
Richmond 20, Virginia 
Ethical Pharmaceuticals of Merit since 1878 tional disturbances. 


For comprehensive digestive enzyme replacement— 


ENTOZYME . 
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For The Constipated Patient of All Ages 


Awhole family of constipation correctives, specially formulated for the particular 
problem which the patient may present. Each preparation contains doubly stand- 
ardized senna principles for safe, gentle and effective neuroperistalsis. Predictable 
action of the refined active principles as contained in SENOKOT assures com- 
fortable, physiological evacuation, usually within 8-10 hours after administra- 
tion, without griping, irritation or other untoward side-effect. 


Senobile 


Senokot 


WITH PSYLLIUM 


SENOKAP 


Senokot 


as) S > 
\¢ 


Write for 
Professional 
sample and 
literature. 


> - 


The purity, the 
wholesomeness, 
the quality of 
Coca-Cola as 
refreshment has helped 
make Coke the 
best-loved sparkling 


drink in all the world. 


DRINK 


Cat ela 


ULATORY TREATMENT 


hastens healing of 


stric and Duodenal Ulcers 


Roentgenological healing of ulcer in 81% cases, 
relief of pain without analgesics in 92%, weight 
gains averaging 7.9 Ibs. in 93%. Occult blood 
disappears from stools. No side effects, no 
ofter effects, no acid rebound. 


This new therapy introduced from Holland (Phar- 
maceutische Fabriek Roter) is now available in 
the United States os Romach tablets, which con- 


toin finely particulated bismuth subnitrate (Romach 
process) combined with standard antacids. 


Romach forms a protective coating of the ulcer 
bed, quickly relieving pain and also promoting 
rapid roentgenological healing. 


Average dose, 2 tablets t.i.d., p.c. Available in 
boxes of 60, 150 and 660. 


ROMACH 


| ROR CHEMICAL CO. 
9968 First Ave., New York 35, N. Y 


AJG—3 


Please send me without obligation professional sample, and 


literature on Romach tablets. 
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SIGN OF GOOD TASTE 


Konsyl supplies a non-irritating bulk consisting 
entirely of hemicelluloses derived from blond 
psyllium. The smooth: bulk of Konsyl disperses 
with the intestinal contents to create a soft- 
formed, easily passed stool. Konsyl assures the 
resumption of a normal peristaltic pattern and 
contains no sugar or other diluents. 


Made ty BURTON, PARSONS & COMPANY Since 
WASHINGTON 9, D.C. 


dont 
forget. f 


in the management of gastric ulcer 


SAFE, DEPENDABLE ACID CONTROL 


In the management of gastric ulcer, Gelusil safely controls acidity without 
inducing systemic alkalosis or acid rebound. Gelusil affords protection for 
eroded tissue and helps promote healing. Gelusil is nonconstipating, contains 
no laxative—a factor of particular importance in ulcer therapy. 


To protect the patient against night-time acid pain, Gelusil-Lac provides 
the proven antacid action of Gelusil, plus the sustained buffering effect of 
specially prepared high protein (low fat) milk solids. 


GELUSIL 


2 to 4 tablets (or teaspoonfuls of Gelusil Liquid) 2 hours 
after meals or whenever symptoms are pronounced. 


GELUSIL-LAC 


At bedtime, one heaping tablespoonful, stirred 
rapidly into one-half glass of water (provides 
the equivalent of 4 Gelusil tablets). Supplied 
in 20-dose bottles of 320 grams. 


NARNER-CHILCOTT 


4 
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